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PART  310— NEW  DRUGS 

New  Drugs  Requiremeni  for  Labeling  Directed 
to  the  Patient 

AGENCY:  Pood  and  Drug  Administra¬ 
tion. 

ACTION:  Pinal  rule. 

SUMMARY:  Tlvs  rule  revises  the  re¬ 
quirements  for  patient  labeling  for 
oral  contraceptive  drug  products.  This 
action  is  taken  to  provide  consumers 
with  expanded  labeling  information 
reflecting  recent  reports  about  the 
risk  of  blood  clots,  other  problems  of 
the  circulatory  system,  cancer  and  ef¬ 
fects  on  the  tmbom  child  associated 
with  the  use  'of  oral  contraceptives. 
This  new  labeling  will  be  provided  by 
the  dispenser  to  each  patient  to  whom 
the  drug  is  dispensed. 

EPPECTIVE  DATE:  April  3,  1978. 

POR  FURTHER  INPORMATION 
CONTACT: 

Philip  L.  Paquin,  Bureau  of  Drugs 
(HPD-30),  Pood  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Edu¬ 
cation,  and  Welfare,  5600  Pishers 
Lane,  Rockville,  Md.  20857,  301-443- 
5220. 

SUPPLEMENTARY  INPORMATION: 
In  a  notice  published  in  the  Pederal 
Register  of  December  7,  1976  (41  iH 
S3630),  the  Pood  and  Drug  Adminis¬ 
tration  (FTDA)  proposed  to  revise  re¬ 
quirements  for  patient  labeling  for 
oral  contraceptive  drug  products.  In¬ 
terested  persons  were  given  Until  Peb- 
ruary  7,  1977  to  submit  written  com¬ 
ments.  More  than  190  individuals, 
physicians,  manufacturers,  and  trade 
and  professional  organizations  com¬ 
mented  on  the  proposal.  The  following 
discussion  summarizes  and  responds  to 
the  substantial  issues  raised  by  the 
comments. 

1.  Statutory  authority.  Several  com¬ 
ments  contended  that  PDA  lacks  the 
authority  to  require  patient  labeling 
for  prescription  drugs.  The  comments 
argue  that  sections  502,  505,  and 
701(a)  of  the  Pederal  Food,  Drug,  and 
Cosmetic  Act  (the  act)  (21  U.S.C.  352, 
355,  371(a)),  cited  as  authority  for  the 
patient  labeling  requirement,  do  not 
provide  any  such  authority.  The  com¬ 
ments  urge,  moreover,  that  section 
503(b)(2)  of  the  act  expressly  prohibits 
FDA  from  requiring  patient  labeling 
for  prescription  drugs.  The  comments 
argue  that  the  legislative  history  of 
section  503  shows  that  Congress  left  to 
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the  judgment  of  the  prescribing  physi¬ 
cian  the  decision  regarding  the  con¬ 
tent  and  extent  of  cautionary  and  di¬ 
rective  information  to  be  made  avail¬ 
able  to  the  patient. 

The  Commissioner  disagrees  with 
these  contentions.  The  Pood  and  Drug 
Administration’s  legal  authority  for 
requiring  patient  labeling  was  ex¬ 
plained  in  detail  in  the  preamble  to 
the  proposed  new  format  for  prescrip¬ 
tion  drug  labeling  published  in  the 
Federal  Register  of  April  7,  1975  (40 
PR  15392),  and  it  was  also  discussed  in 
the  preamble  to  the  final  rule  for  pa¬ 
tient  labeling  for  estrogen  drug  prod¬ 
ucts  published  in  the  F^eral  Regis¬ 
ter  of  July  22,  1977  (42  PR  37636). 
The  Commissioner  will  not  repeat  that 
full  discussion  here,  but  he  believes 
that  several  points  should  be  empha¬ 
sized.  Section  505  of  the  act  pro^des 
that  a  new  drug  application  (NDA) 
may  be  approved  only  if  a  new  drug  is 
shown  to  be  safe  and  effective  in  use 
imder  the  conditions  set  forth  in  its  la¬ 
beling,  and  section  201(p)  of  the  act 
(21  U.S.C.  321(p))  similarly  provides 
an  exemption  from  the  requirement 
for  an  NDA  only  if  the  drug  is  general¬ 
ly  recognized  as  safe  and  effective 
under  the  conditions  set  forth  in  the 
labeling.  Moreover,  both  sections 
502(a)  and  505(d)  of  the  act  prohibit 
prescription  drug  labeling  that  is  false 
or  misleading  in  any  particular,  and 
section  201(n)  of  the  act  explicitly  pro¬ 
vides  that  the  failure  of  the  labeling 
to  reveal  material  facts  will  render 
that  labeling  misleading.  Accordingly, 
the  act  requires  the  Commissioner  to 
make  a  determination  that  the  infor¬ 
mation  contained  in  the  labeling  for  a 
prescription  drug  is  sufficient  to 
ensure  the  safe  and  effective  use  of 
the  drug  by  consumers.  The  Commis¬ 
sioner  has  concluded  that,  in  order 
that  consumers  may  safely  use  oral 
contraceptive  drug  products,  specific 
information  must  be  provided  to  them 
directly  about  these  drugs. 

The  primary  purpose  of  that  part  of 
section  503(b)(2)  of  the  act,  which 
exempts  prescription  drugs  from  the 
requirement  that  their  labeling  con¬ 
tain  adequate  directions  for  use  and 
warnings,  is  to  avoid  self-diagnosis  and 
self-administration  of  drugs  that  re¬ 
quire  professional  supervision  for  safe 
use.  The  requirement  that  certain  pre¬ 
scription  drugs  be  dispensed  only 
when  accompanied  by  printed  patient 
information  does  not  contradict  this 
purpose.  Rather,  the  purpose  of  such 
information  for  oral  contraceptives  is 
simply  to  inform  the  patient  of  the  ad¬ 
vantages  and  risks  associated  with  the 
use  of  these  drugs,  and  thus  to  provide 
information  that  will  better  ensure 
their  safe  and  effective  use  after  they 
have  been  prescribed  by  the  physician. 
Nothing  in  the  legislative  history  of 
section  503(b)  or  any  other  section  of 
the  act  suggests  that  Congress  intend¬ 


ed  to  preclude  a  requirement  of  label¬ 
ing  directed  to  the  patient  which  will 
promote  safe  and  effective  use  of 
drugs.  The  Commissioner  notes  that 
his  authority  to  issue  patient  labeling 
requirements  has  been  preliminarily 
upheld  by  the  one  court  that  has  re¬ 
viewed  the  matter.  Pharmaceutical 
Manufacturers  Association  v.  FDA, 
Civ.  No.  77-291  (D.  Del.,  October  5, 
1977)  (order  denying  preliminary  in- 
jimction). 

2.  Manufacturer  and  dispenser  li¬ 
ability.  Several  comments  contended 
that  patient  labeling  could  have  a  sub¬ 
stantial  adverse  effect  on  the  legal  li¬ 
ability  of  manufacturers  and  dispens¬ 
ers.  One  comment  suggested  that  the  ■ 
partial  exemption  from  strict  tort  li¬ 
ability  afforded  drug  manufacturers 
where  the  drug  product  is  properly 
prepared  and  accompanied  by  ade¬ 
quate  directions  and  warnings  would 
be  substantially  eroded  and  possibly 
eliminated  by  a  patient  labeling  provi¬ 
sion.  This  outcome  would  result,  It  was 
argued,  because  it  is  extemely  difficult 
to  write  imderstandable  warnings  and  ' 
directions  directed  to  the  layman 
which  would  be  deemed  legally  ade¬ 
quate.  The  fact  that  patient  labeling 
may  have  been  required  and  drafted 
by  FT)A  would  not  protect  the  manu¬ 
facturer  from  an  adverse  jury  determi¬ 
nation  on  the  issue  of  adequacy. 

Another  comment  contended  that  a 
patient  labeling  requirement  will 
expose  pharmacists  to  legal  liability 
predicated  on  the  failure  to  dispense 
labeling  or  on  the  dispensing  of  wrong 
or  outdated  labeling  and  urged  that 
FDA  consider  this  possible  conse¬ 
quence  before  taking  final  action. 

The  Commissioner  does  not  agree 
that  the  imposition  of  a  requirement 
for  patient  labeling  will  necessarily 
affect  adversely  the  standard  of  civil 
tort  liability  which  is  imposed  on  drug 
manufacturers  or  dispensers.  Whether 
or  not  a  corporation  or  individual  is  to 
be  held  liable  in  a  given  situation  will 
depend  upon  the  facts  surrounding  I 
the  manufacture,  sale,  and  use  of  the 
drug  product,  and  on  the  nature  of  the  i 
injury.  It  will  also  depend  on  the  ap-  i 
plicable  State  law,  which,  the  Commis-  j 
sioner  notes,  can  be  adjusted  by  State 
Courts  and  Legislatures  in  light  of  fac¬ 
tors  presented  by  the  use  of  patient  la¬ 
beling.  Moreover,  the  Commissioner  j 
believes  that  providing  patients  with  ' 
WTitten  information  on  the  hazards  as¬ 
sociated  with  the  use  of  oral  contra¬ 
ceptives  will  as  likely  result  in  reduced 
potential  liability,  due  to  improved  pa¬ 
tient  compliance  with  physician  direc¬ 
tions  and  self-monitoring  of  adverse 
effects,  and  a  corresponding  decrease 
in  drug-induced  injury.  It  may,  as  well, 
reduce  the  incidence  of  malpractice  ac¬ 
tions  as  a  result  of  greater  patient 
awareness  that  certain  risks  inevitably  : 
accompany  drug  therapy,  and  that  not 
all  adverse  reactions  result  from  defi- 
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ciencies  in  the  drug  or  on  the  part  of 
the  physician.  In  any  event,  whether 
particular  labeling  may  alter  manufac¬ 
turers’  liability  in  a  given  instance 
cannot  be  considered  as  a  dispositive 
factor  by  the  Commissioner  in  reach¬ 
ing  a  decision  on  the  proposal.  The 
Commissioner  concludes  that  to  assure 
the  safe  and  effective  use  of  oral  con¬ 
traceptive  products  it  is  necessary  that 
the  patient  be  provided  directly  with 
certain  specific  information  on  oral 
contraceptive  drug  products. 

With  regard  to  dispenser  liability 
predicated  on  the  distribution  of  the 
wrong  labeling,  the  Commissioner  is 
confident  that  pharmacists  can  devise 
distribution  systems  that  will  ensure 
that  the  proper  labeling  is  distributed 
with  each  oral  contraceptive  drug 
product.  Pharmacists  already  process 
and  furnish  considerable  oral  and  writ¬ 
ten  information  along  with  the  drug 
products  that  they  dispense.  Indeed, 
supplying  information  regarding  drugs 
along  with  drug  products  is  a  recog¬ 
nized  part  of  the  practice  of  pharma¬ 
cy.  The  Commissioner  does  not.  believe 
that  the  revised  patient  labeling  re¬ 
quirement  will  impose  responsibilities 
on  pharmacists  significantly  different 
from  those  they  are  already. perform¬ 
ing  with  high  levels  of  professional 
competence. 

3.  Who  are  dispensers?  One  comment 
questioned  whether  the  dispenser  dis¬ 
tribution  requirement,  21  CFR 
310.501(a)(1),  can  be  enforced  against 
the  drug  product  dispensers  who  are 
not  pharmacists.  The  comment  noted 
that  the  dispenser  of  oral  contracep¬ 
tives  may  be  a  physician,  a  nurse,  a  lay 
person  or  semi-professional  in  a  family 
planning  clinic  or  student  health  de¬ 
partment,  as  well  as  a  pharmacist,  and 
stated  that  it  is  not  clear  whether  any 
of  these  persons,  other  than  the  phar¬ 
macist,  can  violate  the  misbranding 
section  of  the  act. 

Neither  the  reach  of  this  final  rule 
nor  the  underlying  act  is  confined  to 
pharmacists.  The  pertinent  sections  of 
the  act— 301,  303,  502  (21  U.S.C.  331, 
333,  352)— apply  to  “any  person,” 
which,  in  the  view  of  the  Commission¬ 
er,  clearly  includes  persons  in  the  oc¬ 
cupational  groups  mentioned  in  the 
comment.  When  a  pharmacist,  physi¬ 
cian,  nurse,  or  other  person  dispenses 
the  drug  product  to  the  patient,  he  or 
she  is  the  dispenser  within  the  mean¬ 
ing  Of  the  act  and  regulation  and  bears 
the  responsibility  for  providing  the  pa¬ 
tient  with  patent  labeling.  Failure  to 
distribute  the  labeling  or  distribution 
of  the  wrong  labeling  would  result  in 
the  misbranding  of  the  drug  product 
and  would  subject  the  dispenser  (and 
the  product)  to  the  sanctions  for  mis¬ 
branding. 

4.  Availability  of  patient  informa¬ 
tion  on  oral  contraceptives.  Several 
comments  recommended  that  patient 
labeling  be  distributed  by  the  physi¬ 


cian  at  the  time  he  or  she  prescribes 
the  drug  rather  than  by  the  dispenser. 
The  comments  suggest  that  dispenser 
distribution  of  patient  labeling  after 
purchase  of  the  drug  may  result  in 
little  if  any  improvement  in  patient 
compliance  with  physicians’  instruc¬ 
tions  or  patient  imderstanding  of  the 
benefits  and  risks  of  drug  use.  If  the 
physician  distributes  the  labeling,  any 
questions  or  problems  raised  by  the  la¬ 
beling,  it  is  argued,  could  be  answt  *  -'d 
during  the  initial  consultation,  obviat¬ 
ing  the  need  to  arrange  a  costly  fol¬ 
lowup.  One  comment  urged  in  particu¬ 
lar  that  requiring  pharmacist  distribu¬ 
tion  of  detailed  patient  labeling  would 
decrease  the  involvement  of  doctors  in 
critical  discussions  concerning  benefit 
and  risk  and  thereby  shift  the  respon¬ 
sibilities  of  physicians  to  pharmacists. 

The  Commissioner  acknowledges 
that,  in  most  cases,  the  drug  product 
will  not  be  distributed  by  the  physi¬ 
cian  but  rather  by  the  retail  pharma¬ 
cist.  In  these  cases,  the  Commissioner 
believes  it  is  appropriate  and  consis¬ 
tent  with  the  purposes  of  patient  la¬ 
beling  for  the  dispenser,  rather  than 
the  prescriber,  to  distribute  patient  la¬ 
beling.  Indeed,  he  views  the  misgivings 
concerning  pharmacist  distribution  ex¬ 
pressed  by  these  comments  as  reflect¬ 
ing  a  misunderstanding  of  the  intend¬ 
ed  purpose  of  patient  labeling. 

Patient  labeling  serves  primarily  as 
an  informational  adjunct  to  the  physi¬ 
cian-patient  encounter  and  is  intended 
to  reinforce  and  augment  oral  infor¬ 
mation  given  by  the  physician  to  the 
patient  at  the  time  the  drug  is  pre¬ 
scribed.  The  physician,  who  by  train¬ 
ing  and  experience  is  best  equipped  to 
tailor  discussion  of  drug  therapy  to 
the  needs  of  individual  patients,  has 
the  primary  responsibility  for  advising 
patients  about  such  information  as  di¬ 
rections  for  use,  cautions  against 
misuse,  and  warnings  about  possible 
adverse  reactions.  Patient  labeling  will 
not  shift  that  responsibility  to  the  dis¬ 
pensing  pharmacist.  Even  when  physi¬ 
cians  rely  mainly  on  written  drug  in¬ 
formation  to  inform  their  patients  and 
when  patient  labeling  will,  therefore, 
serve  as  a  primary  informational 
source  to  patients,  that  labeling  still 
acknow'ledges  the  primary  responsibil¬ 
ity  of  the  physician  and  suggests  that 
the  patient  make  decisions  regarding 
use  of  the  drug  in  consultation  with 
her  physician. 

The  Commissioner  does  not  expect 
that  the  dispenser  distribution  re¬ 
quirement  will  result  in  a  significantly 
increased  need  for  followup  visits  to 
enable  the  physician  to  respond  to 
questions  and  problems  raised  by  the 
revised  patient  labeling.  A  1975  survey 
of  women  who  received  the  original 
patient  labeling  for  oral  contraceptives 
indicated  that  more  than  85  percent  of 
the  drug’s  users  did  not  increase  the 
frequency  of  physician  contacts  as  a 


result  of  receiving  the  labeling.  More¬ 
over,  if  the  physician  knows  that  the 
patient  is  going  to  receive  patient  la¬ 
beling  containing  certain  information, 
the  physician,  when  initially  prescrib¬ 
ing  the  drug,  will  be  able  to  discuss 
that  information  with  the  patient  and 
anticipate  potential  questions. 

Finally,  as  the  Commissioner  noted 
in  the  final  regulation  for  patient  la¬ 
beling  for  estrogen  drug  products,  the 
pertinent  sections  of  the  act  do  not 
appear  to  authorize  regulation  of  the 
prescribing  function  of  physicians  to 
the  extent  contemplated  by  the  com¬ 
ments.  The  Commissioner  recognizes, 
nevertheless,  that  certain  users  may 
wish  to  have  access  to  patient  labeling 
at  the  time  the  prescribing  decision  is 
made  and,  therefore,  he  strongly  en¬ 
courages  the  voluntary  distribution  of 
patient  labeling  in  the  prescriber’s 
office.  Of  course,  when  the  physician 
dispenses  the  oral  contraceptive  drug 
product,  he  becomes  the  dispenser  and 
bears  responsibility  for  distributing 
the  patient  labeling  with  the  drug 
product.  In  these  cases,  the  patient 
will  have  the  opportunity  to  question 
and  consult  with  the  physician  about 
the  labeling  at  the  time  the  initial  pre¬ 
scribing  decision  is  made.  The  Com¬ 
missioner  hopes  that  manufacturers  in 
their  promotional  campaigns  will 
supply  nondispensing  physicians  with 
the  patient  labeling  pieces  and  other 
supplies  necessary  to  carry  out  the  vol¬ 
untary  distribution  program. 

5.  Physician’s  discretion  in  distribu¬ 
tion  of  labeling.  One  comment  sug¬ 
gested  that  distribution  of  labeling  to 
the  patient  should  not  be  mandatory 
because  in  some  situations  it  may  not 
be  in  the  best  interests  of  the  patient 
to  receive  detailed  information.  In 
these  situations,  it  is  argued,  the  phy¬ 
sician  should  be  allowed  to  exercise  his 
best  judgment  and  request  that  the  la¬ 
beling  not  be  given  to  the  patient. 

The  Commissioner  acknowledges 
that  there  may  be  drugs  for  which  the 
distribution  of  patient  labeling  might 
properly  be  discretionary  with  the 
physician.  If  patient  labeling  require¬ 
ments  for  such  drugs  are  implement¬ 
ed,  the  Commissioner  would  consider 
providing  physicians  with  an  option  to 
direct  the  dispenser  to  withhold  the 
labeling.  Because  oral  contraceptives 
are  ordinarily  taken  electively  by 
healthy  women  who  have  available  to 
them  alternative  methods  of  treat¬ 
ment,  and  because  of  the  relatively 
high  incidence  of  serious  illnesses  as¬ 
sociated  with  their  use,  the  Commis¬ 
sioner  believes  that  users  of  these 
drugs  should,  without  exception,  be 
furnished  with  written  information 
telling  them  of  the  drug’s  benefits  and 
risks.  The  Commissioner  concludes, 
therefore,  that  a  provision  allowing 
discretionary  withholding  of  the  label¬ 
ing  is  not  appropriate,  and  no  such 
option  has  been  provided. 
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6.  Labeling  for  indication  other  than 
contraception.  One  comment  suggest¬ 
ed  that  pharmacists  and  physicians  be 
exempted  from  providing  patient  la¬ 
beling  when  oral  contraceptives  are 
prescribed  for  approved  indications 
other  than  contraception.  Alternative¬ 
ly,  it  was  recommended  that  labeling 
be  amended  to  include  a  discussion  of 
noncontraceptive  uses.  The  comment 
argued  that  failure  to  provide  for  non¬ 
contraceptive  uses,  either  by  exemp¬ 
tion  or  otherwise,  would  result  in  con¬ 
fusion  or  unwarranted  concern  on  the 
part  of  the  patient  receiving  the  drug 
for  noncontraceptive  purposes. 

The  Commissioner  acknowledges 
that  certain  oral  contraceptive  prod¬ 
ucts  are  prescribed  for  approved  indi¬ 
cations  other  than  contraception  (for 
example,  l^permenorrhea  and  endo¬ 
metriosis).^ 'However,  compared  to  use 
for  contraception,  the  use  of  the  drug 
for  other  indications  is  extremely 
small,  representing  less  than  2  percent 
of  total  drug  product  consumption. 
The  Commissioner  believes  that  pa¬ 
tients  receiving  oral  contraceptives  for 
noncontraceptive  indications  should 
receive  the  patient  labeling  pieces 
since  much  of  the  information,  includ¬ 
ing  all  the  information  regarding  the 
dangers  of  drug  use,  is  equally  perti¬ 
nent  when  the  drug  product  is  used 
for  other  indications.  Information  con¬ 
tained  in  the  patient  labeling  that 
plainly  does  not  pertain  to  noncontra¬ 
ceptive  uses,  for  example,  information 
regarding  effectiveness  of  other  means 
of  contraception,  obviously  will  not 
apply,  and  can  be  disregarded  by  the 
patient.  Even  where  there  is  a  poten¬ 
tial  for  confusion  or  concern  on  the 
part  of  the  noncontraceptive  user,  it 
can  be  successfully  addressed  by  the 
physician  in  discussions  with  the  pa¬ 
tient  at  the  time  the  prescribing  deci¬ 
sion  is  made.  The  Commissioner 
agrees,  nevertheless,  that  in  the  inter¬ 
ests  of  fully  informing  noncontracep¬ 
tive  users  of  oral  contraceptives,  man¬ 
ufacturers  and  other  drug  labelers 
should  have  an  opportunity  to  add  to 
the  labeling  a  discussion  of  the  other 
approved  uses  of  the  drug.  According¬ 
ly,  the  final  regulation  will  provide 
that,  for  those  oral  contraceptive  drug 
products  with  approved  new  drug  ap¬ 
plications  for  indications  in  addition  to 
contraception,  the  labeling  may  identi¬ 
fy  these  other  approved  indications  if 
it  states  as  well  that  the  information 
in  the  patient  labeling  relative  to  con¬ 
traindications,  the  dangers  of  oral  con¬ 
traceptives,  and  the  safe  use  of  the 
drug  also  applies  when  the  drug  is 
used  for  these  other  indications. 

7.  Distribution  of  labeling  in  health¬ 
care  institutions.  One  comment  noted 
that  in  health-care  institutions  provid¬ 
ing  unit  dose  drug  distribution  to  inpa¬ 
tients,  it  is  impractical  to  provide  pa¬ 
tient  labeling  whenever  a  drug  is  dis¬ 
pensed  because  the  drug  is  dispensed 


one  dose  at  a  time.  The  comment 
stated,  moreover,  that  in  institutional 
settings,  pharmacists,  physicians,  and 
nurses  closely  monitor  a  therapeutic 
course  and  that  a  patient  can  rely  on 
personal  contact  with  these  profes¬ 
sionals  to  assure  safe  ar.d  effective 
drug  use,  making  distribution  of  ex¬ 
planatory  labeling  less  necessary.  The 
comment  recommended  that  the  pro¬ 
posed  distribution  requirements  be  re¬ 
vised  by  permitting  health-care  insti¬ 
tutions  to  provide  patient  labeling  to 
patients  before  administration  of  the 
first  dose,  or,  if  a  long-term-care  facili¬ 
ty,  before  first  administration  and 
every  30  days  thereafter. 

As  provided  in  the  final  rule  requir¬ 
ing  patient  labeling  for  estrogen  drug 
products  (see  42  FR  37636),  the  Com¬ 
missioner  agrees  that  hospitals  and 
other  health-care  institutions  should 
have  some  flexibility  in  meeting  re¬ 
quirements  regarding  distribution  of 
patient  labeling.  The  commissioner 
concludes  that  it  would  be  impractical 
and  unnecessary  to  require  patient  la¬ 
beling  to  be  made  available  to  the  hos¬ 
pitalized  or  institutionalized  patient 
every  time  a  drug  is  administered.  The 
final  regulation,  therefore,  has  been 
revised  by  adding  a  new  sentence  to 
§  310.501(a)(1)  which  states  that  in 
acute-care  hospitals  or  long-term-care 
facilities,  the  requirements  of 
§  310.501(a)  are  met  if  patient  labeling 
(both  the  summary  and  detailed  pa¬ 
tient  labeling)  is  provided  to  the  pa¬ 
tient  before  first  administration  of  the 
drug,  and  every  30  days  thereafter. 
This  revision  in  the  proposed  regula¬ 
tion  answers  the  objection  raised  by 
the  comment,  but  avoids  the  some¬ 
what  complicated  procedure  that 
would  result  from  having  different  re¬ 
quirements  for  acute-care  and  long¬ 
term-care  facilities. 

8.  Type  size  requirements.  Two  com¬ 
ments  objected  to  the  proposed  re¬ 
quirement  that  9-point  type  size  be 
used  in  the  detailed  patient  labeling. 
The  comments  suggested  that  this  re¬ 
quirement  would  have  a  significant  en¬ 
vironmental  and  inflationary  impact 
by  requiring  replacement  of  currently 
used  printing  presses  and  significantly 
increasing  the  demand  for  paper  and 
energy.  The  comments  recommended 
that  the  minimum  type  size  require¬ 
ment  be  changed  to  6-,  7-,  or  8-point 
type,  and  suggested  that  this  change 
would  result  in  substantial  economic 
and  environmental  savings  with  no 
loss  of  legibility. 

The  Commissioner  believes  that  an 
objective  standard  specifying  mini¬ 
mum  requirements  for  the  printing  of 
detailed  patient  labeling  is  necessary 
to  ensure  its  adequate  legibility.  How¬ 
ever,  the  Commissioner  is  persuaded 
that  specifying  a  particular  point  type 
size  is  not,  by  itself,  sufficient.  He 
notes  the  wide  variation  in  legibility  of 
printed  material  that  is  possible  with 


changes  in  type  style,  lightness  of  the 
type,  and  spacing  of  the  type  on  the 
line  and  between  the  lines.  According¬ 
ly,  the  final  regulation  has  been  re¬ 
vised  to  specify  that  the  minimum 
type  size  shall  be  at  least  1/16  inch  in 
height.  The  height  pertains  to  lower¬ 
case  letters  and  it  is  the  lowercase  “o” 
or  its  equivalent  that  shall  meet  the 
minimum  standard.  The  body  copy 
shall  be  1 -point  leading  and  noncon- 
densed  type,  and  shall  not  contain  any 
light  face  type  or  small  capital  letters. 
The  Commissioner  believes  that  this 
requirement  will  ensure  adequate  leg¬ 
ibility  without  causing  significant  dis¬ 
ruptions  to  presently  utilized  printing 
and  packaging  processes. 

9.  Labeling  needs  of  special  user  pop¬ 
ulations.  One  comment  recommended 
that  patient  labeling  be  made  avail¬ 
able  in  Spanish  and  Portuguese  and 
other  languages  where  a  need  is  dem¬ 
onstrated.  Another  comment  pointed 
to  the  needs  of  blind  users  of  oral  con¬ 
traceptives,  suggesting  that  patient  la¬ 
beling  should  be  made  available  in 
braille  or  on  tape. 

The  Commissioner  does  not  believe 
that  he  can  presently  justify  the  re¬ 
quired  preparation  and  distribution  of 
labeling  m'eeting  the  needs  of  special 
user  populations.  The  practical  diffi¬ 
culties  in  preparing  complete  and 
faithful  translations  of  labeling  into 
all  the  languages  spoken  in  the  United 
States ,  are  likely  to  be  significant. 
Moreover,  such  a  requirement  would 
impose  significant  administrative  and 
logistical  burdens  on  manufacturers 
and  dispensers  in  preparing,  storing, 
and  distributing  proper  labeling  with 
each  drug  product  covered  by  a  pa¬ 
tient  labeling  regulation.  However,  the 
Commissioner  points  out,  under  21 
CFR  201.15(c)  for  labeling  distributed 
solely  in  the  Commonwealth  of  Puerto 
Rico  or  in  a  territory  where  the  pre¬ 
dominant  language  is  one  other  than 
English,  the  predominant  language 
may  be  substituted  for  English.  Al¬ 
though  in  the  rest  of  the  United 
States  all  required  labeling  must 
appear  in  English,  the  regulations  do 
not  preclude  the  distribution  of  label¬ 
ing  in  a  language  other  than  English 
or  in  a  special  format  or  in  braille 
along  with  the  conventional  English 
language  labeling.  The  Commissioner 
encourages  the  preparation  of  labeling 
meeting  the  needs  of  special  user  pop¬ 
ulations  as  long  as  such  labeling  fully 
and  faithfully  complies  with  the  re¬ 
quirements  of  the  regulation. 

10.  Brief  summary  requirement  Sev¬ 
eral  comments  objected  to  the  require¬ 
ment  that  the  user  receive,  in  addition 
to  detailed  patient  labeling,  a  brief 
summary  containing  certain  essential 
points  of  information  also  contained  in 
the  longer  detailed  patient  labeling. 
The  comments  suggested  that  the  use 
of  two  inserts,  one  a  siimmary  of  the 
other,  is  redundant  and  imposes  an 
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unnecessary  and  avoidable  burden  on 
manufacturers  and  dispensers.  An¬ 
other  comment  suggested,  moreover, 
that  the  availability  to  the  user  of  two 
pieces  of  patient  labeling,  in  addition 
to  physician  labeling,  could  readily 
confuse  the  patient  and  not  contribute 
to  her  understanding  and  compliance 
with  physician  instructions. 

While  it  is  true  that  the  information 
contained  in  the  brief  summary  is  also 
described  in  the  detailed  patient  label¬ 
ing,  the  Commissioner  does  not  agree 
that  required  distribution  of  the  brief 
summary  in  addition  tb  detailed  pa¬ 
tient  labeling  is  unnecessary.  The  brief 
summary  is  intended  to  perform  a 
function  complementary  to  the  func¬ 
tion  served  by  detailed  patient  label¬ 
ing.  As  noted  in  the  preamble  to  the 
proposed  rule,  the  value  of  the  brief 
summary  is  twofold:  (1)  the  summary 
is  short  enough  to  be  included  within 
the  package  dispensed  to  the  patient 
and  would  be  more  likely  to  be  avail¬ 
able  to  the  patient  throughout  the  life 
of  the  package;  and  (2)  the  summary 
can  be  quickly  and  easily  read  by  the 
patient,  will  call  her  attention  to  the 
longer  labeling  piece,  and  will  urge  her 
to  read  the  complete  labeling.  The 
Commissioner  concludes  that  these  ad¬ 
vantages  outweigh  any  possible  addi¬ 
tional  burden  to  manufacturers  and 
dii^ensers  and  that  the  brief  summary 
requirement  should  be  retained. 

The  Commissioner  does  not  antici¬ 
pate  that  the  availability  of  three 
pieces  of  labeling  will  result  in  patient 
confusion.  The  information  contained 
in  the  brief  summary  is  consistent 
with  the  information  contained  in  the 
detailed  patient  labeling  and  physician 
labeling.  The  brief  summary,  by  iden¬ 
tifying  and  highlighting  some  of  the 
most  important  information  also  con¬ 
tained  in  the  more  detailed  labeling 
piece,  should,  therefore,  promote 
rather  than  decrease  patient  under¬ 
standing  of  the  relevant  material. 

11.  Expedited  effective  date.  Two 
comments  objected  to  the  requirement 
in  1310.501(a)(7)  (§  310.501(a)(5)  as 
proposed)  that  revised  detailed  patient 
labeling  be  furnished  by  the  manufac¬ 
turer  or  labeler  to  the  wholesaler  and 
retailer  in  sufficient  numbers  to 
permit  any  retail  purchaser  to  obtain 
the  labeling  with  the  product  on  or 
after  the  effective  date.  The  com¬ 
ments  recommended  that  this  “catch¬ 
up”  provision  be  deleted  and  that  the 
effective  date  be  based  on  the  date  on 
which  the  oral  contraceptive  drug 
products  are  packaged.  One  comment 
complained  that  as  manufacturers  do 
not  know  the  exact  inventory  of  oral 
contraceptives  stocked  by  each  drug¬ 
store  and  wholesaler,  they  will  be 
obliged  to  significantly  oversupply  to 
ensure  adequate  coverage.  The  com¬ 
ment  noted  further  than  the  expedit¬ 
ed  effective  date  will  have  a  major  ad¬ 
verse  impact  on  dispenser  costs  of  col¬ 


lation,  storage,  and  distribution  of  oral 
contraceptive  drug  products  and  label¬ 
ing. 

The  Commissioner  believes  that  it  is 
in  the  best  interests  of  the  public 
health  that  the  revised  patient  label¬ 
ing  be  provided  to  patients  as  soon  as 
possible.  To  base  the  effective  date  on 
the  time  when  the  drug  product  is 
packaged  would  make  the  provision  of 
the  labeling  to  consumers  contingent 
upon  individual  manufacturers’  inven¬ 
tories,  and  could  result  in  significant 
delays  in  providing  patients  with  the 
labeling.  The  intent  of  the  effective 
date  provision  is  to  prevent  any  fur¬ 
ther  distribution  of  a  drug  product  not 
containing  the  revised  detailed  patient 
labeling  information  without,  at  the 
same  time,  requiring  a  potentially 
costly  and  time  consuming  recall  and 
repackaging  of  oral  contraceptive 
products  already  in  the  channels  of 
distribution. 

The  Commissioner  acknowledges 
that  an  expedited  effective  date  may 
require  some  increased  effort  by  man¬ 
ufacturers  and  dispensers  for  a  short 
time.  However,  in  exempting  the  brief 
summary  from  the  catchup  require¬ 
ments,  the  necessity  of  recalling  prod¬ 
ucts  already  in  distribution  channels 
and  repackaging  these  products  with 
the  new  brief  summary  is  obviated  and 
the  burden  on  manufacturers  and  dis¬ 
pensers  reduced  to  what  the  agency  is 
confident  is  a  manageable  level.  In 
this  respect,  the  Commissioner  notes 
that  the  effective  date  provision  is 
identical,  as  a  practical  matter,  to  that 
contained  in  the  final  regulation  for 
patient  labeling  for  estrogen  drug 
products,  which  was  put  into  effect 
October  18,  1977  without  the  conse¬ 
quences  cited  in  the  comments. 

Although  physicians  who  dispense 
these  drugs  are  considered  to  be  dis¬ 
pensers  under  the  regulation,  the 
Commissioner  has  concluded  that  it 
would  be  impracticable  to  require  the 
forwarding,  before  the  effective  date, 
of  separate  patient  labeling  to  physi¬ 
cians  for  those  products  already  in 
their  possession.  Accordingly,  the  re¬ 
quirement  that  oral  contraceptive 
drug  products  be  dispensed  with  pa¬ 
tient  labeling  will  not  be  effective  for 
supplies  in  the  possession  of  physi¬ 
cians  on  the  effective  date,  but  will 
apply  only  to  supplies  received  there¬ 
after. 

12.  Pharmacist  counseling.  A  profes¬ 
sional  organization  recommended  that 
the  proposed  rule  be  revised  to  require 
the  inclusion  of  a  statement  in  the 
brief  summary  encouraging  the  pa¬ 
tient  to  ask  her  pharmacist  any  ques¬ 
tions  about  oral  contraceptives  and 
their  uses.  The  comment  suggested 
that  pharmacist  counseling  provides  a 
valuable  health  service  by  increasing 
understanding  about  and  compliance 
with  a  therapeutic  regimen.  The  com¬ 
ment  noted  the  importance  of  identi¬ 


fying  the  pharmacist  as  an  accessible 
source  of  information  regarding  oral 
contraceptive  drug  use. 

The  Commissioner  realizes  the  valu¬ 
able  contribution  that  can  be  made  by 
pharmacists  as  well  as  other  health 
professionals  in  responding  to  consum¬ 
ers’  questions  about  the  contents  of 
patient  labeling.  However,  the  Com¬ 
missioner  believes  that  the  availability 
and  usefulness  of  pharmacist  counsel¬ 
ing  can  be  more  appropriately  and  ef¬ 
ficiently  commvmicated  by  profession¬ 
al  organizations  and  consumer  groups 
as  part  of  their  general  program  to 
educate  consumers  about  drug  use  and 
safety.  Patient  labeling  is  intended  pri¬ 
marily  as  a  vehicle  to  bring  important 
specific  information  about  specific 
drugs  to  the  attention  of  the  patient, 
rather  than  as  a  vehicle  to  educate  the 
consumer  on  general  matters  pertain¬ 
ing  to  drug  usage.  Nevertheless,  while 
this  regulation  is  primarily  concerned 
with  identifying  certain  specific  points 
of  information  that  the  patient  label¬ 
ing  must  include,  it  does  not  prohibit 
the  manufacturer  from  adding  any 
other  information  that  he  deems 
useful  which  does  not  misbrand  the 
drug.  The  Commissioner  would  not 
object  to  the  inclusion  of  a  statement 
encouraging  consumers  to  direct  ques¬ 
tions  concerning  oral  contraceptive  pa¬ 
tient  labeling  to  their  pharmacists  as 
well  as  other  health  professionals. 

13.  Distribution  of  detailed  patient 
labeling.  One  manufacturer  objected 
to  §310.501(a)(6)(ii)  (§  3l0.501(a)(4)(ii) 
as  proposed),  which  would,  require 
that  detailed  patient  labeling  be  in¬ 
cluded  in  or  accompany  each  package 
intended  to  be  dispensed  to  the  pa¬ 
tient.  The  comment  argued  that  this 
requirement  would  substantially  in¬ 
crease  the  cost  of  oral  contraceptives 
to  the  consumer  as  well  as  to  the  man¬ 
ufacturer  by  requiring  that  the  pa¬ 
tient  be  furnished  detailed  patient 
labeling  not  only  when  the  original 
prescription  is  filled  but  with  every 
refill,  requiring  12  detailed  labeling 
pieces  a  year. 

To  provide  for  the  continuing  avail¬ 
ability  of  detailed  patient  labeling  for 
the  entire  period  that  a  patient  uses 
oral  contraceptives,  the  Commissioner 
concludes  that  the  patient  should  re¬ 
ceive  the  labeling  whenever  the  drug 
is  dispensed  to  her.  The  provision  of 
detailed  patient  labeling  with  every 
new  prescription  or  renewal  will 
assure,  moreover,  that  in  the  event  the 
labeling  is  revised  the  patient  will  re¬ 
ceive  the  most  current  version  of  pa¬ 
tient  labeling  with  each  new  purchase. 

In  any  event,  as  oral  contraceptives 
are  frequently  prescribed  and  refilled 
for  periods  longer  than  1  month,  the 
Commissioner  does  not  anticipate  that 
the  user  will  ordinarily  receive  12 
pieces  of  detailed  patient  labeling  a 
year  as  argued  by  the  comment.  Under 
this  regulation  only  one  detailed  label- 
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ing  piece  must  be  included  in  or  ac¬ 
company  each  package  dispensed  to 
the  patient.  Thus,  if  a  patient  receives 
a  prescription  for  a  6-month  supply  of 
oral  contraceptives,  the  dispenser 
must  include  only  one  detailed  patient 
labeling  piece  in  or  accompanying  the 
entire  package  dispensed  to  the  pa¬ 
tient.  This  requirement  applies,  not¬ 
withstanding  the  fact  that  the  entire 
package  may  be  made  up  of  a  number 
of  individual  prepackaged  units. 

Content  of  patient  labeling.  Section 
310.501(a)  sets  forth  the  information 
to  be  included  in  the  brief  summary 
and  detailed  patient  labeling.  A 
number  of  comments  were  received  on 
these  requirements.  The  Commission¬ 
er’s  responses  to  the  significant  com¬ 
ments  on  this  part  of  the  regulation 
follow. 

14.  One  comment  suggested  that  in 
§  310.501(a)(l^  the  second  sentence  be 
revised  to  indicate  that  the  required 
information  must  be  put  into  lay  lan¬ 
guage  in  the  actual  patient  labeling. 
The  comment  stated  that  a  literal 
reading  of  the  proposed  requirement 
would  result  in  the  reproduction  of  all 
medical  terms  as  specified  in  the  rule. 

The  Commissioner  agrees  that  the 
intent  of  the  regulation  is  to  provide 
labeling  in  laneruage  that  is  under¬ 
standable  to  the  lay  public.  He  thus 
agrees  with  the  comment  and 
§  310.501(a)(1)  is  revised  accordingly. 

15.  One  comment  suggested  that  a 
requirement  be  included  in  both  the 
brief  summary  and  detailed  labeling 
pieces  of  information  concerning  the 
contraindication  of  oral  contraceptive 
use  for  women  with  sickle  cell  trait  or 
disease. 

No  references  were  submitted  in  sup¬ 
port  of  this  comment,  and  the  Com¬ 
missioner  is  not  aware  of  any  data 
that  warrant  contraindicating  use  of 
oral  contraceptives  in  patients  with 
sickle  cell  trait  or  disease.  The  com¬ 
ment  is  therefore  rejected. 

16.  One  comment  suggested  that 
§  310.501(a)(2)(viii)  (§  310.501(a)(2)(vii) 
as  proposed)  requiring  a  statement  in 
the  brief  summary  that  oral  contra¬ 
ceptives  are  of  no  value  in  the  preven¬ 
tion  or  treatment  of  venereal  disease 
be  revised  to  indicate  that  oral  contra¬ 
ceptive  use  increases  susceptibility  to 
certain  kinds  of  venereal  disease. 

No  data  have  been  submitted  to  sup¬ 
port  this  statement.  It  is  not  known  at 
present  whether  oral  contraceptive 
use  increases  susceptibility  to  venereal 
disease.  This  comment  is  therefore 
also  rejected. 

17.  One  conunent  recommended  that 
the  regulation  be  revised  to  require  a 
statement  in  the  detailed  patient  la¬ 
beling  listing  malignant  hepatic  ad¬ 
enoma  among  the  serious  side  effects 
associated  with  oral  contraceptive  use. 

For  all  listed  serious  side  effects,  an 
association  between  oral  contraceptive 
use  and  an  increased  risk  of  the  par¬ 


ticular  side  effect  has  been  well  estab¬ 
lished.  However,  in  the  case  of  malig¬ 
nant  hepatic  adenoma,  only  a  few 
cases  have  been  reported  and  no  defi¬ 
nite  association  with  oral  contracep¬ 
tive  use  has  been  demonstrated. 
Therefore,  this  comment  is  rejected. 
However,  if  evidence  of  such  an  associ¬ 
ation  becomes  available,  the  Commis¬ 
sioner  will  act  promptly  to  require  the 
inclusion  of  the  information  in  the  la¬ 
beling  or  take  other  action  necessary 
in  the  public  interest. 

18.  One  comment  noted  that  the  risk 
of  myocardial  infarction  Is  absent 
from  both  the  brief  summary  and  de¬ 
tailed  patient  labeling  requirements. 
The  comment  urged  a  revision  to  re¬ 
quire  a  statement  regarding  risk  of 
myocardial  infarction,  since  the  abso¬ 
lute  risk  of  death  due  to  myocardial 
infarction,  though  not  the  relative 
risk,  is  greater  than  the  combined  risk 
of  death  from  all  other  known  side  ef¬ 
fects. 

Because  an  association  between  oral 
contraceptive  use  and  myocardial  in¬ 
farction  is  now  established,  the  Com¬ 
missioner  agrees  that  this  risk  cate¬ 
gory  should  be  added.  Section 
310.501(a)(2)(iv)  and  (3)(viii) 

(§  310.501(a)(3)(vii)  as  proposed)  is  re¬ 
vised  accordingly. 

19.  One  comment  objected  to  the 
wording  in  §  310.501(a)(3)(viii) 
(§  310.501(a)(3)(vii)  as  proposed):  “The 
ability  of  estrogen  to  cause  malignant 
tumors  in  animals,  endometrial  cancer 
in  women,  and  the  evidence  that  se¬ 
quential  oral  contraceptives  may  in¬ 
crease  the  risk  of  endometrial  cancer 
in  women  must  be  mentioned.”  The 
comment  contends  that,  as  the  medi¬ 
cal  findings  on  this  subject  are  equiv¬ 
ocal,  the  statement  is  incorrect  in  sug¬ 
gesting  an  absolute  relationship  be¬ 
tween  estrogen  use  and  endometrial 
cancer. 

The  Commissioner  believes  that 
'  there  is  a  well-established  association 
between  chronic  estrogen  use  in  post¬ 
menopausal  women  and  an  increased 
risk  of  endometrial  cancer.  However, 
the  Commissioner  agrees  with  the 
comment  that  the  statement  that  es¬ 
trogen  use  causes  endometrial  cancer 
may  be  subject  to  misinterpretation. 
He  also  believes  the  section  should 
contain  a  clearer  description  of  the  ap¬ 
propriate  inference  to  be  made  in  the 
context  of  this  regulation  from  animal 
data.  To  clarify,  therefore,  the  sen¬ 
tence  that  begins  “The  ability  of  estro¬ 
gen  to  cause  •  •  is  changed  to  read 
as  follows:  “The  following  shall  be 
mentioned:  (a)  Estrogens  have  been 
shown  to  cause  cancer  in  animals, 
which  showing  justifies  the  inference 
that  estrogens  may  cause  cancer  in 
humans;  (b)  there  is  strong  evidence 
that  estrogen  use  increases  the  risk  of 
endometrial  cancer  in  postmenopausal 
women;  (c)  there  is  some  evidence  that 
sequential  oral  contraceptives  (which 


are  no  longer  marketed)  may  increase 
the  risk  of  endometrial  cancer  in 
women;  (d)  studies  of  an  association 
between  oral  contraceptives  and  breast 
cancer  are  largely  negative  except  for 
a  suggestion  of  increased  risk  (1  study) 
in  women  with  benign  breast  disease, 
and  there  is  no  evidence  of  an  in¬ 
creased  risk  of  uterine  cancer  in  users 
of  oral  contraceptives  other  than  se- 
quentials.” 

20.  One  comment  suggested  that  a 
statement  be  required  indicating  that 
oral  contraceptive  use  alters  the  acid 
environment  of  the  vagina,  allowing 
overgrowth  of  yeast,  hemophilus,  and 
trichomonas. 

No  references  were  submitted  in  sup¬ 
port  of  the  comment.  The  Commis¬ 
sioner  is  not  aware  of  any  evidence 
that  oral  contraceptive  use  is  associat¬ 
ed  with  an  overgrowth  of  hemophilus 
or  trichomonas.  Physician  labeling 
does  indicate  that  vaginal  condidiasis 
has  been  reported  in  patients  receiving 
oral  contraceptives  and  is  believed  to 
be  drug  related.  However,  as  the  inci¬ 
dence  of  candidiasis  is  neither 
common  nor  serious,  the  Commission¬ 
er  concludes  that  it  is  not  necessary  to 
specifically  require  inclusion  of  the 
disease  in  the  listing  of  side  effects  in 
the  patient  labeling. 

21.  A  comment  virged  that 
§  310.501(a)(3)(ix)  (§  310.501(a)(3)(viii) 
as  proposed)  be  revised  to  require 
mention  of  infertility.  The  comment 
noted  that  for  women  who  have  not 
borne  previous  children  a  significant 
difference  in  fertility  remains  2  years 
after  they  have  stopped  using  the  oral 
contraceptive. 

The  Commissioner  agrees  that  de¬ 
layed  return  of  fertility  should  be 
listed  in  §  310.501(a)(3)(ix)  as  one  of 
the  “other  serious  effects.”  The  regu¬ 
lation  is  revised  accordingly. 

22.  One  conunent  suggested  that  sui¬ 
cide  be  included  in  the  required  listing 
of  serious  side  effects.  The  comment 
stated  that  the  Royal  College  of  Gen¬ 
eral  Practitioners’  study  of  oral  con¬ 
traceptive  users  reported  twice  the 
number  of  suicides  in  oral  contracep¬ 
tive  users  as  in  nonusers. 

Although  it  is  true  that  the  British 
study  reported  an  increased  incidence 
in  suicide  among  users  of  oral  contra¬ 
ceptives,  the  same  study  reported  no 
evidence  that  severe  depression  (which 
would  be  the  type  most  likely  associat¬ 
ed  with  suicide)  is  more  common  in 
oral  contraceptive  users  than  in  non¬ 
users.  Furthermore,  the  reported  in¬ 
creased  incidence  of  suicide  could  very 
well  be  due  to  a  number  of  factors 
other  than  use  of  the  drug  itself,  and. 
absent  other  information,  the  Com¬ 
missioner  believes  the  finding  is  of 
little  statistical  significance.  The  com¬ 
ment  is  therefore  rejected. 

23.  One  comment  addressed  the 
second  sentence  in  §  310.501(a)(3)(viii) 
(§  310.501(a)(3)(vii)  as  proposed)  which 
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requires  the  listing  of  thrombophlebi¬ 
tis,  pulmonary  embolism,  retinal 
artery  thrombosis,  and  stroke  as  seri¬ 
ous  side  effects  and  which  state  paren¬ 
thetically  that  the  relation  of  these  ill¬ 
nesses  to  estrogen  dose  is  to  be  men¬ 
tioned.  The  comment  argued  that  the 
relation  of  estrogen  dose  to  each  of 
these  illnesses  is  not  known  and  that, 
to  clarify,  the  words  “where  known” 
should  be  added  to  the  parenthetical 
remark. 

The  two  studies  upon  which  these 
requirements  are  based  (they  are  cited 
in  the  physician  labeling  text)  suggest 
that  thromboembolism  as  a  disease 
entity  is  estrogen  dose-related.  In  fact, 
the  Vessey  study  (Inman,  W.  H.  W.,  M. 
P.  Vessey,  B.  Westerholm,  and  A.  En- 
gelund,  “Thromboembolic  Disease  and 
the  Steroidal  Content  of  Oral  Contra¬ 
ceptives;  A  report  to  the  Committee  on 
the  Safety  of  Drug,”  British  Medical 
Journal  2:203-209,  1970)  shows  a 

strong  correlation  between  estrogen 
content  and  thrombophlebitis,  pul¬ 
monary  embciism,  and  stroke  (cere¬ 
bral  thrombosis).  Although  retinal 
artery  thrombosis  (a  relatively  rare 
type  of  thromboembolism)  is  not  spe¬ 
cifically  mentioned  in  the  study,  it 
would  be  unreasonable  to  assume  that 
it,  unlike  other  types  of  thromboembo¬ 
lism,  is  not  estrogen  dose-related.  To 
add  the  term  “where  known”  to  the 
parenthetical  remark  would  not  be  in 
keeping  with  the  general  findings  of 
the  relevant  scientific  litei  iture.  This 
(X>mment  is  therefore  rejected. 

$  24.  Several  comments  suggested  that 
the  proposal  be  revised  to  require  a 
statement  in  the  patient  labeling  re¬ 
garding  an  association  between  oral 
contraceptive  use  and  certain  vitamin 
deficiences.  In  particular,  it  was  sug¬ 
gested  that  mention  be  made  of  an  as¬ 
sociation  between  oral  contraceptive 
use  and  vitamin  B-6  deficiency  as  well 
as  serum  folate  level  depression. 

The  Commissioner  rejects  these 
comments.  The  association  between 
oral  contraceptive  use  and  vitamin  B-6 
deficiency  is  disputed  and  not  well  de¬ 
fined.  Moreover,  the  clinical  signifi¬ 
cance  of  such  a  deficiency,  if  it  does 
exist,  has  not  been  well  established. 

While  it  has  been  shown  that  serum 
folate  levels  may  be  depressed  with 
oral  contraceptive  use,  it  is  not  certain 
that  this  represents  a  true  vitamin  de¬ 
ficiency  because  no  clinical  signifi¬ 
cance  has  been  attributed  to  the  de¬ 
creased  level. 

25.  One  -comment  addressed  the 
fourth  sentence  of  §  310.501(a)(3)(viii), 
which  requires  a  statei.ient  that  stud¬ 
ies  of  an  association  between  oral  con¬ 
traceptives  and  breast  cancer  are 
largely  negative  except  for  a  sugges¬ 
tion  of  increased  risk  (one  study)  in 
women  with  benign  breast  disease,  and 
that  there  is  no  evidence  of  an  in¬ 
creased  risk  of  uterine  cancer  in  users 
of  oral  contraceptives  other  than  se- 


quentials.  The  comment  suggested 
that  the  wording  of  this  proposed  re¬ 
quirement  would  become  outdated  if 
future  references  were  published 
which  also  suggest  an  increased  risk  of 
breast  cancer  in  oral  contraceptive 
users.  The  comment  recommended  the 
adoption  of  the  following:  “There 
should  also  be  a  statement  concerning 
those  studies  of  an  association  be¬ 
tween  oral  contraceptives  and  breast 
cancer  that  are  largely  negative  in 
contrast  to  such  studies  that  suggest 
an  increased  risk  in  certain  groups  of 
women;  the  statement  shall  also  relate 
such  evidence  that  would  indicate  in-' 
creased  risk  of  uterine  cancer  in  users 
of  oral  contraceptives  other  than  se- 
quentials.” 

The  Commissioner  rejects  this  com¬ 
ment.  To  include  the  wording  suggest¬ 
ed  by  the  comment  “•  •  •  in  contrast 
to  such  studies  that  suggest  an  in¬ 
creased  risk  in  certain  groups  of 
women  *  •  •”  would  not  be  correct  as 
'it  would  imply  that  there  currently 
exists  more  than  one  study  to  the  con¬ 
trary.  Also  the  recommended  phrase 
“•  •  *  the  statement  shall  also  relate 
such  evidence  that  would  indicate  in¬ 
creased  risk  of  uterine  cancer  in  users 
of  oral  contraceptives  other  than  se¬ 
quential”  would  incorrectly  suggest 
that  there  currently  exists  such  evi¬ 
dence.  No  such  evidence  currently 
exists.  The  Commissioner  concludes 
that  the  current  requirement  accu¬ 
rately  reflects  the  present  state  of  the 
scientific  literature. 

26.  One  comment  recommended  that 
the  discussion  of  the  risks  of  serious 
side  effects  associated  with  oral  con¬ 
traceptive  use  should  specifically  men¬ 
tion  cigarette  smoking  as  an  indepen¬ 
dent  factor  which  significantly  in¬ 
creases  the  risk  of  myocardial  infarc¬ 
tion  in  drug  users.  The  comment  pre¬ 
sented  a  statistical  analysis  of  a  Brit¬ 
ish  retrospective  study  of  oral  contra¬ 
ceptive  users  to  demonstrate  that  the 
risk  of  myocardial  infarction  in  women 
who  smoke  and  use  oral  contraceptives 
is  considerably  greater  than  the  sum 
of  the  risks  for  those  women  who 
smoke  and  do  not  use  oral  contracep¬ 
tives  and  the  risks  for  those  women 
who  only  use  oral  contraceptives  and 
do  not  smoke.  The  comment  urged 
that  the  discussion  of  serious  side  ef¬ 
fects  would  be  of  most  value  to  all 
drug  users— both  smokers  and  non- 
smokers— if  this  “synergistic”  interac¬ 
tion  between  smoking  and  oral  contra¬ 
ceptive  use  were  expressly  described. 

The  Commissioner  has  carefully  re¬ 
viewed  the  comment  to  determine  the 
need  for  revisions  in  this  final  rule  as 
w'ell  as  in  the  guideline  patient  label¬ 
ing  text.  Additionally  he  has  reviewed 
three  recently  published  studies,  all  of 
which  suggest  that  smoking  along 
with  oral  contraceptive  use  markedly 
increases  the  risks  of  serious  cardio¬ 
vascular  side  effects.  (Ory,  H.  W.,  “As¬ 


sociation  Between  Oral  Contraceptives 
and  Myocardial  Infarction.”  Journal 
of  the  American  Medical  Association, 
237:2619-2622,  1977;  Jain,  A.  R.,  “Mor¬ 
tality  Risk  Associated  with  the  Use  of 
Oral  Contraceptives,”  Studies  in 
Family  Planning,  8:50-54,  1977;  Beral, 
V.,  “Mortality  Among  Oral  Contracep¬ 
tives  Users,”  Lancet,  2:727-731,  1977.) 
A  revised  draft  of  the  patient  labeling 
based  on  the  new  information  and 
analyses  was  presented  to  the  FDA’s 
Obstetrics  and  Gynecology  Advisory 
Committee  November  17,  1977.  The 
Committee  recommended  that  the  pa¬ 
tient  labeling  be  revised  to  reflect  the 
variable  risks  for  smokers  and  non- 
smokers  of  suffering  serious  cardiovas¬ 
cular  side  effects.  The  Committee  also 
recommended  the  inclusion  in  the  la¬ 
beling  of  a  prominent  boxed  warning 
advising  women  who  use  oral  contra¬ 
ceptives  not  to  smoke.  A  copy  of  the 
transcript  of  the  advisory  committee’s 
discussion  of  oral  contraceptive  label¬ 
ing  has  been  placed  on  file  in  the 
office  of  the  Hearing  Clerk,  FDA. 

The  Commissioner  agrees  with  the 
Committee  that  the  role  that  smoking 
plays  in  increasing  the  risks  of  serious 
cardiovascular  side  effects  should  be 
brought  to  the  attention  of  all  women 
who  are  presently  using  or  contem¬ 
plating  the  use  of  oral  contraceptives. 
Accordingly,  he  has  included  in  this 
final  rule  a  requirement  for  a  boxed 
warning  in  both  the  brief  summary 
and  the  detailed  patient  labeling  stat¬ 
ing  that  smoking  increases  the  risks  of 
serious  adverse  effects  on  the  heart 
and  blood  vessels,  and  advising  women 
who  use  oral  contraceptives  not  to 
smoke.  He  is  making  two  additional 
revisions:  (1)  §  310.501(a)(3)(viii) 

(§  310.501(a)(3)(vii)  as  proposed)  is  re¬ 
vised  to  provide  for  a  discussion  of  the 
relationship  between  the  occurrence 
of  serious  side  effects  and  age,  smok¬ 
ing,  and  other  conditions;  and  (2) 
§  310.501(a)(3)(xii)’^  (§  310.501(a)(3)(xi) 
as  proposed)  is  revised  to  require  that 
the  comparison  of  risk  of  death  from 
various  contraceptive  methods  de¬ 
scribe  the  risk  faced  by  both  smokers 
and  nonsmokers  who  use  oral  contra¬ 
ceptives,  These  revisions  should  pro¬ 
vide  women  with  a  clearer  imderstand- 
ing  of  the  effects  of  smoking  on  the 
risks  of  oral  contraceptive  use,  an  un¬ 
derstanding  which  in  the  Commission¬ 
er’s  view  is  essential  for  a  proper  as¬ 
sessment  of  the  drug’s  safety. 

27.  Ongoing  distribution  of  patient 
labeling.  The  Commissioner  is  also 
revising  §  310.501(a)(6)(iii) 

(§  310.501(a)(4)(iii)  as  proposed)  to 
provide  that  in  the  case  of  oral  contra¬ 
ceptives  in  bulk  packages  intended  for 
multiple  dispensing,  a  sufficient 
niimber  of  patient  labeling  pieces 
(both  the  brief  summary  and  detailed 
patient  labeling)  “shall  be  included  in 
or  shall  accompany  each  bulk  pack¬ 
age”  to  assure  that  both  pieces  can  be 
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furnished  with  each  package  dis¬ 
pensed  to  every  patient.  The  revision 
is  intended  to  make  clear  that  patient 
labeling  must  physically  accompany 
the  drug  product  but  need  not  be  actu¬ 
ally  placed  inside  the  immediate  bulk 
package  container. 

The  Commissioner  anticipates  that 
manufacturers  and  labelers  will 
employ  a  reliable  statistical  method  to 
determine  the  sufficiency  of  the 
number  of  patient  labeling  pieces  to  be 
included  in  or  with  each  bulk  package. 
He  recognizes,  however,  that  in  some 
cases  additional  patient  labeling  pieces 
may,  for  a  variety  of  reasons,  be  re¬ 
quired.  The  Commissioner  is  therefore 
adding  a  sentence  to  §  310.501(a)(6Kiii) 
to  provide  that  the  manufacturer  or 
labeler  may  also  employ  a  supplemen¬ 
tary  distribution  system  to  supply  ad¬ 
ditional  patient  labeling  to  the  dis¬ 
penser.  That  system  may  not,  howev¬ 
er,  act  as  a  substitute  for  the  require¬ 
ment  that  patient  labeling  be  supplied 
in  or  with  each  bulk  package. 

28.  Patient  labeling  and  self-medica¬ 
tion.  In  response  to  a  comment  on  the 
estrogen  patient  labeling  proposal,  the 
Commissioner  revised  the  estrogen  pa¬ 
tient  labeling  final  rule  to  require  a 
statement  advising  the  patient  that 
the  drug  had  been  prescribed  for  the 
individual  alone  and  cautioning  the  in¬ 
dividual  against  giving  the  drug  to 
anyone  else.  The  Commissioner  has 
concluded  that  a  similar  cautionary 
statement  should  be  included  in  oral 
contraceptive  patient  labeling  and  has 
revised  the  regulation  accordingly. 

29.  A  comment  suggested  that  the 
procedural  regulation  governing  the 
adoption  into  use  of  labeling  without 
advance  approval  by  FDA  should  be 
specifically  identified. 

The  Commissioner  agrees.  To  clarify 
the  regulatory  procedure  by  which 
holders  of  new  drug  applications  for 
oral  contraceptive  drug  products  shall 
implement  the  patient  labeling  re¬ 
quirement,  §  310.501(a)  (9) 

(§  310.501(a)  (7)  as  proposed)  is  revised 
to  state  that  supplements  must  be  sub¬ 
mitted  under  §  314.8(d)  of  the  regula¬ 
tions. 

30.  Status  of  patient  labeling  text 
Several  comments  objected  to  the  pub¬ 
lication  of  the  patient  labeling  text  in 
a  notice  separate  from  the  rule  requir¬ 
ing  the  labeling.  The  comments  argue 
that  this  procedure  removes  changes 
in  patient  labeling  language  from  the 
full  and  open  comment  required  for 
rulemaking  imder  the  Administrative 
Procedure  Act.  Choice  of  language  and 
editorial  style,  it  is  argued,  may  be 
substantive  issues  and  as  such  proper¬ 
ly  subject  to  publication  and  comment 
procedures.  One  comment  contended 
that  the  fact  that  a  large  number  of 
comments  have,  in  the  past,  been  sub¬ 
mitted  to  FDA  in  response  to  a  notice 
of  proposed  rulemaking  relating  to  pa¬ 
tient  labeling  indicates  the  widespread 


interest  of  the  public  in  these  matters, 
and  it  is  that  type  of  input  which  is 
contemplated  by  the  Administrative 
Procedure  Act. 

The  Commissioner  realizes  the  value 
of  public  participation  in  drafting  the 
best  possible  patient  labeling  text;  in 
fact,  he  has  invited  comments  from  in¬ 
terested  persons  on  the  labeling  text 
and  has  carefully  considered  the  nu¬ 
merous  comments  that  have  been  re¬ 
ceived.  However,  the  Commissioner  be¬ 
lieves  that  the  information  that  the 
regulation  requires  be  provided  to 
users  of  oral  contraceptives,  in  particu¬ 
lar,  information  on  thromboembolic 
and  thrombotic  disorders,  cancer,  and 
adverse  effects  on  the  exposed  fetus,  is 
of  such  significance  to  the  public 
health  that  he  cannot  justify  the  long 
delays  in  communicating  this  informa¬ 
tion  to  oral  contraceptive  users  that 
would  result  from  notice  and  comment 
consideration  of  the  labeling  text  com¬ 
ments. 

The  Commissioner  concludes,  there* 
fore,  that  the  present  procedures 
should  be  retained  and  that  the  pa¬ 
tient  labeling  text  should  not  be  incor¬ 
porated  into  the  final  rule. 

The  objections  to  the  procedure  em¬ 
ployed  in  separately  publishing  the 
notice  misconstrue  the  legal  purpose 
and  effect  of  the  patient  labeling  text. 
The  Commissioner  advises  that  the 
text  of  the  patient  labeling  is  not  a 
substantive  formal  rule.  The  labeling 
is,  rather,  a  guideline  which,  while 
stating  the  agency’s  views  of  how  the 
requirements  for  labeling  for  these 
products  can  be  met,  does  not  preclude 
changes  based  on  the  best  judgment  of 
individual  companies,  as  long  as  the  la¬ 
beling  that  is  distributed  still  con¬ 
forms  to  the  regulations  and  applica¬ 
ble  sections  of  the  act.  The  procedures 
employed  are  intended  to  effect  more 
timely  publicatifin  of  approved  label¬ 
ing  reflecting  the  most  current  medi¬ 
cal  and  scientific  learning  and  are  in 
conformance  with  FDA’s  procedural 
regulations  (21  CFR  10.1  et  seq.).  If 
the  agency  were  to  take  action  against 
a  product,  it  would  not  rely  solely  on 
the  guideline  text  but  would  under¬ 
take  to  prove  a  violation  based  on  the 
underlying  rule  and  statute.  The  pub¬ 
lished  labeling  could,  however,  serve 
as  evidence  of  such  a  violation. 

Section  310.501(a)(8)  requires  that 
FDA  make  available  and  publish  in 
the  Federal  Register  patient  labeling 
for  oral  contraceptives  which  is  re¬ 
sponsive  to  all  items  specified  in 
§  310.501(a)  (2)  and  (3).  The  suggested 
text  of  patient  labeling  that  met  the 
requirements  of  the  proposed  rule  was 
published  in  the  Federal  Register  of 
December  7,  1976  (41  FR  53630)  and 
revised  in  the  Federal  Register  of 
May  27,  1977  (42  FR  27303).  Because 
of  comments  received  on  the  proposed 
rule,  as  well  as  comments  and  new  in¬ 
formation  received  on  the  previously 


published  versions  of  the  patient  label¬ 
ing  text,  the  Commissioner  has  fur¬ 
ther  revised  the  patient  labeling  text. 

Published  elsewhere  in  this  issue  of 
the  Federal  Register  is  the  precise 
language  of  the  revised  patient  label¬ 
ing  text  that  will  be  considered  to 
meet  the  requirements  of  the  final 
rule.  As  previously  stated,  the  Com¬ 
missioner  advises  that  this  text  is  in¬ 
tended  as  a  guideline  (21  CFR  10.90), 
which,  if  followed,  will  enable  any 
person  to  comply  with  the  require¬ 
ments  of  §  310.501(a). 

Those  manufacturers  and  suppliers 
who  have  deferred  preparing  patient 
labeling  until  the  publication  of  the 
final  rule  have  until  April  3,  1978  to 
implement  the  final  regulation.  For 
those  manufacturers  and  suppliers 
who  elected  to  use  the  December  7, 
1976  guideline  text  (as  revised  on  May 
27,  1977),  this  earlier  text  will  contin¬ 
ue  to  meet  the  requirements  of 
§  310.501(a)  untU  May  31.  1978.  After 
May  31,  1978,  this  earlier  version  of 
the  labeling  text  can  no  longer  be 
relied  upon  as  meeting  the  require¬ 
ments  of  §  310.501(a). 

Therefore,  under  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  502,  505, 
701(a),  52  Stat.  1050-1053  as  amended, 
1055  (21  U.S.C.  352,  355,  371(a)))  and 
under  authority  delegated  to  the  Com¬ 
missioner  (21  CFR  5.1),  Part  310  is 
amended  by  revising  §  310.501(a)  to 
read  as  follows; 

§310.301  Preparations  for  contraception; 
labeling  directed  to  the  patient 

(a)  Oral  contraceptives.  (1)  The 
Commissioner  of  Food  and  Drugs  con¬ 
cludes  that  the  safe  and  effective  use 
of  oral  contraceptive  drug  products  re¬ 
quires  that  patients  be  fully  informed 
of  the  benefits  and  risks  involved  in 
the  use  of  these  drugs.  Information  in 
lay  language  concerning  effectiveness, 
contraindication,  warnings,  precau¬ 
tions,  and  adverse  reactions  shall  be 
furnished  to  each  patient  receiving 
oral  contraceptives.  This  information 
shall  be  given  to  the  patient  by  the 
dispenser  in  the  form  of  a  brief  sum¬ 
mary  of  certain  essential  information 
included  in  each  package  dispensed  to 
each  patient,  and  in  a  longer,  detailed 
labeling  piece  in  or  accompanying 
each  package  dispensed  to  each  pa¬ 
tient.  Patient  labeling  for  drug  prod¬ 
ucts  dispensed  in  acute-care  hospitals 
or  long-term-care  facilities  will  be  con¬ 
sidered  to  have  been  provided  in  accor¬ 
dance  with  this  section  if  provided  to 
the  patient  before  administration  of 
the  first  oral  contraceptive  and  every 
30  days  thereafter,  as  long  as  the  ther¬ 
apy  continues. 

(2)  The  brief  summary  shall  specifi¬ 
cally  include  the  following: 

(i)  A  statement  that  oral  contracep¬ 
tives  are  effective,  but  that  any  failure 
to  take  them  in  accordance  with  the 
recommended  dosage  increases  the 
change  of  pregnancy. 
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(ii)  A  statement  of  the  specific  items 
of  history  to  be  told  the  physician 
that  would  lead  the  physician  not  to 
prescribe  oral  contraceptives  (i.e.,  the 
contraindictions  to  use). 

(iii)  A  statement  that  oral  contracep¬ 
tives  should  be  taken  only  under  the 
continued  supervision  of  a  physician. 

(iv)  A  listing  of  the  serious  side  ef¬ 
fects  or  oral  contraceptives,  such  as 
thrombophlebitis,  pulmonary  embo¬ 
lism,  myocardial  infarction,  retinal 
artery  thrombosis,  stroke,  benign  he¬ 
patic  adenomas,  induction  of  fetal  ab¬ 
normalities,  and  gallbladder  disease. 

(V)  A  statement  in  the  form  of  a 
boxed  warning  that  cigarette  smoking 
increases  the  risks  of  serious  side  ef¬ 
fects  on  the  heart  and  blood  vessels 
from  oral  contraceptive  use,  and  advis¬ 
ing  women  who  use  oral  contracep¬ 
tives  not  to  smoke. 

(vi)  A  statement  of  the  most 
common  side  effects,  such  as  nausea 
and  vomiting,  weight  change,  change 
in  menses,  and  breast  tenderness. 

(vii)  A  statement  that  the  estrogen 
in  oral  contraceptives  has  been  found 
to  cause  breast  cancer  and  other  can¬ 
cers  in  certain  animals  and  that  these 
findings  suggest  that  oral  contracep¬ 
tives  may  also  cause  cancer  in  humans 
but  that  studies  to  date  in  women 
taking  currently  marketed  oral  contra¬ 
ceptives  have  not  confirmed  that  oral 
contraceptives  cause  cancer  in 
humans. 

(viii)  A  statement  that  oral  contra¬ 
ceptives  are  of  no  value  in  the  preven¬ 
tion  or  treatment  of  venereal  disease. 

(ix)  A  statement  calling  attention  to 
the  detailed  patient  labeling  and  a  rec¬ 
ommendation  that  it  be  carefully  read. 

(3)  The  detailed  patient  labeling 
shall  be  a  separate  printed  leaflet  in¬ 
dependent  of  any  additional  materials. 
It  shall  specifically  include  the  follow¬ 
ing; 

(i)  Name  of  the  drug. 

(ii)  Name  and  place  of  business  of 
the  manufacturer,  packer,  relabeler  or 
distributor. 

(iii)  A  statement  that  oral  contracep¬ 
tives  are  effective  but  can  cause  cer¬ 
tain  serious  side  effects. 

(iv)  A  statement  that  oral  contracep¬ 
tives  should  be  taken  only  under  the 
continued  supervision  of  a  physician. 

(v)  A  statement  of  the  effectiveness 
of  oral  contraceptives,  including  the 
differences  in  effectiveness  among  dif¬ 
ferent  types  and  the  relationship  be¬ 
tween  effectiveness  and  estrogen 
dosage. 

(vi)  A  summary  of  the  effectiveness 
of  other  methods  of  contraception. 

(vii)  A  boxed  warning  stating  that 
,  cigarette  smoking  increases  the  risk  of 

serious  side  effects  on  the  heait  and 
blood  vessels  from  oral  contraceptive 
use  and  advising  women  who  use  oral 
contraceptives  not  to  smoke. 

(viii)  A  warning  regarding  the  seri¬ 
ous  side  effects  of  oral  contraceptives. 


including  the  relative  risk  (where 
known)  faced  by  users  compared  to 
nonusers  and  the  relationship  of  the 
side  effects  to  age,  smoking,  and  other 
conditions.  The  side  effects  mentioned 
shall  include  thrombophlebitis,  pul¬ 
monary  embolism,  retinal  artery 
thrombosis,  stroke  (the  relation  of 
these  to  estrogen  dose  shall  be  men¬ 
tioned),  myocardial  infarction,  benign 
hepatic  adenomas,  induction  of  fetal 
abnormalities,  and  gallbladder  disease. 
The  following  shall  be  mentioned:  (a) 
Estrogens  have  been  shown  to  cause 
cancer  in  animals,  which  showing  jus¬ 
tifies  the  inference  that  estrogens  may 
cause  cancer  in  humans;  (b)  there  is 
strong  evidence  that  estrogen  use  in¬ 
creases  the  risk  of  endometrial  cancer 
in  postmenopausal  women;  (c)  there  is 
some  evidence  that  sequential  oral 
contraceptive  (which  are  no  longer 
marketed  may  increase  the  risk  of  en¬ 
dometrial  cancer  in  women;  (d)  studies 
of  an  association  between  oral  contra¬ 
ceptives  and  breast  cancer  are  largely 
negative  except  for  a  suggestion  of  in¬ 
creased  risk  (one  study)  in  women 
with  benign  breast  disease,  and  there 
is  no  evidence  of  an  increased  risk  of 
uterine  cancer  in  users  of  oral  contra¬ 
ceptives  other  than  sequentials. 

(ix)  A  statement  of  common  side  ef¬ 
fects,  including  nausea  and  vomiting, 
weight  change,  darkening  of  the  skin, 
changes  in  menses,  and  a  statement  of 
other  serious  side  effects,  including 
worsened  migraine,  and  worsened 
heart  or  kidney  disease  due  to  fluid  re¬ 
tention,  growth  of  uterine  fibroid 
tumors,  depression,  jaundice,  delayed 
return  to  fertility,  blood  pressure  ele¬ 
vation,  decreased  glucose  tolerance 
and  elevated  blood  lipids. 

(X)  A  statement  of  reported  side  ef¬ 
fects  not  definitely  related  to  oral  con¬ 
traceptive  use. 

(xi)  A  statement  cautioning  the  pa¬ 
tient  to  consult  her  physician  before 
resuming  the  use  of  the  drug  after 
childbirth,  especially  if  she  intends  to 
breastfeed  the  baby,  pointing  out  that 
the  hormones  in  the  drug  are  known 
to  appear  in  the  milk  and  may  de¬ 
crease  the  flow. 

(xii)  A  comparison  of  the  risk  of 
death  from  various  contraceptive 
methods  (oral  contraceptives  in  smok¬ 
ers,  oral  contraceptives  in  nonsmokers, 
lUD,  condom  or  diaphragm,  condom 
or  diaphragm  with  abortion  in  che 
event  of  pregnancy,  no  contraception 
but  abortion  in  the  event  of  pregnan¬ 
cy,  and  no  contraception  or  abortion). 

(xiii)  A  statement  of  the  specific 
items  of  history  to  be  told  the  physi¬ 
cian  which  would  lead  the  physician 
not  to  prescribe  oral  contraceptives 
(i.e.,  the  contraindications  to  use). 

(xiv)  A  statement  of  specific  items  of 
history  that  might  cause  the  physician 
to  suggest  another  method  (e.g.,  risk 
factors  for  myocardial  infarction, 
family  history  of  breast  cancer  or  past 


history  of  fibrocystic  disease  or  abnor¬ 
mal  mammogram,  gallbladder  disease) 
or  would  require  the  physician’s  spe¬ 
cial  attention  (e.g.,  migraine,  asthma, 
epilepsy,  heart  or  kidney  disease,  fi¬ 
broids,  history  of  depression). 

(XV)  A  statement  that  jaundice,  de¬ 
pression,  breast  lumps,  and  the  par¬ 
ticular  warning  signals  of  thromboem¬ 
bolic  disease,  thrombotic  disease,  and 
ruptured  hepatic  adenoma,  should  be 
reported  to  the  physician. 

(xvi)  A  statement  of  how  to  take  oral 
contraceptives  properly  and  what  to 
do  in  the  event  of  one  or  two  missed 
periods. 

(xvii)  A  statement  cautioning  the  pa¬ 
tient  that  this  drug  has  been  pre¬ 
scribed  for  the  particular  individual 
only  and  that  the  drug  must  not  be 
given  to  others. 

(xviii)  The  date,  identified  as  such, 
of  the  most  recent  revision  of  the  la¬ 
beling  prominently  placed  immediate¬ 
ly  after  the  last  section  of  such  label¬ 
ing. 

(4)  For  those  oral  contraceptive  drug 
products  with  approved  new  drug  ap¬ 
plications  for  indications  in  addition  to 
contraception,  both  the  brief  summary 
and  detailed  patient  labeling  may 
identify  these  other  indications.  If  the 
other  indications  are  identified,  the  la¬ 
beling  must  specifically  include  a 
statement  that  the  information  in  the 
patient  labeling  relative  to  contraindi¬ 
cations,  the  dangers  of  oral  contracep¬ 
tives,  and  the  safe  use  of  the  drug  are 
also  applicable  when  these  drugs  are 
used  for  these  other  indications. 

(5)  The  detailed  patient  labeling 
shall  be  printed  in  accordance  with 
the  following  specifications: 

(i)  The  minimum  letter  size  (lower¬ 
case  letter  “o”  or  its  equivalent)  shall 
be  not  less  than  Vis  inch  in  height. 

(ii)  The  body  copy  shall  contain  1- 
point  leading  and  noncondensed  type, 
and  shall  not  contain  any  light  face 
type  or  small  capital  letters. 

(6)  Patient  labeling  for  each  oral 
contraceptive  drug  product  shall  be 
provided  to  the  retailer  by  the  manu¬ 
facturer,  packer,  relabeler,  or  distribu¬ 
tor  as  follows: 

(i)  The  brief  summary  patient  label¬ 
ing  shall  be  included  in  each  package 
intended  to  be  dispensed  to  the  pa¬ 
tient. 

(ii)  The  detailed  patient  labeling 
shall  be  included  in  or  shall  accompa¬ 
ny  each  package  intended  to  be  dis¬ 
pensed  to  the  patient. 

(iii)  In  the  case  of  oral  contraceptive 
drug  products  in  bulk  packages  intend¬ 
ed  for  multiple  dispensing,  a  sufficient 
number  of  patient  labeling  pieces  shall 
be  included  in  or  shall  accompany 
each  bulk  package  to  assure  that  both 
pieces  can  be  furnished  with  each 
package  dispensed  to  every  patient. 
Each  bulk  package  shall  be  labeled 
with  instructions  to  the  dispenser  to 
include  both  patient  labeling  pieces 


FEDERAL  REGISTER,  VOL.  43,  NO.  21— TUESDAY,  JANUARY  31,  1978 


4222 


RULES  AND  REGULATIONS 


(the  brief  summary  to  be  in  the  pack¬ 
age  and  the  detailed  labeling  piece 
either  in  or  accompanying  the  pack¬ 
age)  with  each  package  dispensed  to 
the  patient.  This  section  does  not  pre¬ 
clude  the  manufacturer  or  labeler 
from  distributing  additional  patient  la¬ 
beling  pieces  to  the  dispenser. 

(7)  An  oral  contraceptive  drug  prod¬ 
uct  that  is  not  labeled  as  required  by 
paragraph  (a)  of  this  section  and  that 
is  either  introduced  or  delivered  for  in¬ 
troduction  into  interstate  commerce, 
or  held  for  sale  after  shipment  in  in¬ 
terstate  commerce  is  misbranded 
under  section  502  of  the  act.  However, 
an  oral  contraceptive  drug  product 
packaged  before  the  effective  date  of 
this  paragraph  is  not  misbranded  if 
adequate  numbers  of  copies  of  the  de¬ 
tailed  patient  labeling  required  by  this 
paragraph  are  furnished  to  wholesal¬ 
ers  or  retailers  to  permit  any  retail 


f  ■ 


purchaser  after  the  effective  date  to 
obtain  such  labeling  with  the  product. 
The  requirement  that  any  oral  contra¬ 
ceptive  drug  product  be  dispensed 
with  detailed  patient  labeling,  as  ap¬ 
plied  to  physicians,  shall  not  be  effec¬ 
tive  for  supplies  in  their  possession  on 
the  effective  date,  but  shall  apply  only 
to  supplies  received  thereafter. 

(8)  The  Food  and  Drug  Administra¬ 
tion  has  available  patient  labeling  for 
oral  contraceptive  drug  products  that 
includes  information  responsive  to  all 
the  items  specified  in  paragraph  (a) 
(2)  and  (3)  of  this  section.  The  labeling 
has  been  published  in  the  Federal 
Register  and  updated  versions  will 
continue  to  be  published  as  guides 
when  changes  occur.  Any  person  may 
rely  on  the  newdst  version  of  this  la¬ 
beling  as  complying  with  paragraph 
(a)  (2)  and  (3)  of  this  section  after  the 
effective  date  of  this  paragraph.  • 


(9)  Holders  of  new  drug  applications 
for  oral  contraceptive  drug  products 
that  are  subject  to  paragraph  (a)  of 
this  section  must  submit  supplements 
under  §  314.8(d)  of  this  chapter  to  pro¬ 
vide  for  the  labeling  required  by  para¬ 
graph  (a)  (2)  and  (3)  of  this  section  on 
or  before  April  3,  1978.  The  labeling 
may  be  put  into  use  without  advance 
approval  by  the  Food  and  Drug  Ad¬ 
ministration. 

EFFECTIVE  DATE:  This  regulation 
shall  be  efffective  April  3,  1978. 

(Secs.  502,  505,  701(a),  52  Slat.  1050-1053  as 
amended.  1055  (21  U.S.C.  352,  355,  371(a)).) 

Dated:  January  19.  1978  , 

Donald  Kennedy, 
Commissioner  of 
Food  and  Drugs. 

(FR  Doc.  78-2300  Piled  1-24-78;  10:43  am] 
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[4110-03] 

DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 
[Docket  No.  75N-0304] 

ORAL  CONTRACEPTIVE  DRUG  PRODUCTS 
Physician  and  Patient  Labeling 

AGENCY:  Food  and  Drug  Administra¬ 
tion. 

ACTION:  Notice. 

SUMMARY:  Based  on  public  com¬ 
ments  received  and  on  new  informa¬ 
tion,  the  Pood  and  Drug  Administra¬ 
tion  (FDA)  is  revising  the  text  of  phy¬ 
sician  and  patient  labeling  for  oral 
contraceptive  drug  products. 

EFFECTIVE  DATE:  April  3,  1978. 

FOR  FURTHER  INFORMATION 
CONTACT: 

Philip  L.  Paquin,  Bureau  of  Drugs 
(HPD-30),  Pood  and  Drug  Adminis¬ 
tration,  Department  of  Health,  Edu¬ 
cation,  and  Welfare,  5600  Fishers 
Lane,  Rockville,  Md.  20857,  301-443- 
5220. 

SUPPLEMENTARY  INFORMATION: 
The  guideline  texts  of  physician  and 
patient  labeling  for  oral  contraceptive 
drug  products  were  previously  pub¬ 
lished  in  a  notice  in  the  Federal  Reg¬ 
ister  of  December  7,  1976  (41  FR 
53633)  and  amended  in  the  Federal 
Register  of  May  27,  1977  (42  FR 
27303). 

The  Pood  and  Drug  Administration* 
is  charged  with  assuring  that  drugs 
are  safe  and  effective  for  their  intend¬ 
ed  use  and  that  their  labeling  provides 
adequate  information  for  such  use  and 
is  not  false  or  misleading.  The  full  dis¬ 
closure  of  information  to  physicians 
concerning  warnings  and  contraindica¬ 
tions  is  an  important  element  in  the 
discharge  of  that  responsbility.  The 
statutory  scheme  anticipates  that  new 
information  concerning  the  safety  and 
effectiveness  of  marketed  drugs  may 
require  that  FDA  prescribe  changes  in 
their  labeling  to  reveal  limitations  on 
use  or  warn  of  previously  xmanticipat- 
ed  hazards. 

A  considerable  amount  of  new  infor¬ 
mation  about  the  risks  of  oral  contra¬ 
ceptive  use  has  recently  been  reported 
in  the  scientific  literature.  This  infor¬ 
mation,  in  particular  information  con¬ 
tained  in  several  studies  which  sug¬ 
gests  that  oral  contraceptive  users 
who  smoke  increase  significantly  their 
risk  of  suffering  serious  cardiovascular 
side  effects,  has  generated  a  need  for  a 
revision  of  labeling  to  inform  physi¬ 
cians  and  patients  of  these  findings. 

In  revising  oral  contrceptive  label¬ 
ing,  the  Commissioner  has  carefully 
considered  the  numerous  comments 
submitted  on  the  December  7,  1976  la¬ 


beling  notice.  Additionally,  he  has  con¬ 
sidered  and  incorporated  into  this  revi¬ 
sion  several  recommendations  made  by 
PDA’s  Obstetrics  and  Gsmecology  Ad¬ 
visory  Committee,  which  reviewed  a 
preliminary  draft  revision  of  both 
physician  and  patient  labeling  at  its 
regularly  scheduled  meeting  on  No¬ 
vember  17  and  18,  1977.  Other  dianges 
in  the  patient  labeling  are  based  on  a 
need  to  conform  the  guideline  labeling 
with  the  final  rule  (published  else¬ 
where  in  this  issue  of  the  Federal 
Register)  revising  the  requirements 
for  patient  labeling  of  oral  contracep¬ 
tive  drug  products. 

Physician  Labeling 

The  following  major  changes  have 
been  made  in  the  December  7,  1976 
version  of  physician  labeling: 

1.  A  boxed  warning  has  been  added 
stating  that  cigarette  smoking  in¬ 
creases  the  oral  contraceptive  user’s 
risk  of  serious  cardiovascular  side  ef¬ 
fects.  The  warning  also  states  that 
women  who  use  oral  contraceptives 
should  be  advised  not  to  smoke.  This 
warning  was  recommended  by  the  Ad¬ 
visory  Committee  and  is  based  mainly 
on  a  comment  submitted  by  The  Popu¬ 
lation  Council  and  on  two  recently  re¬ 
ported  studies  (Jain,  A.  K.,  “Mortality 
Risk  Associated  with  the  Use  of  Oral 
Contraceptives,’’  Studies  in  Family 
Planning,  8:50-54,  1977;  and  Beral,  V., 
“Mortality  Among  Oral  Contraceptive 
Users,’’  Lancet,  2:727-731,  1977).  These 
studies  are  referenced  in  the  text  of 
the  physician  labeling  (copies  of  all 
references  cited  in  the  physician  label¬ 
ing  have  been  placed  on  file  in  the 
office  of  the  Hearing  Clerk,  FDA). 

2.  Tabular  information  in  the  De¬ 
cember  7,  1976  physician  labeling  re¬ 
garding  the  risks  of  cardiovascular 
side  effects  has  been  revised  to  reflect 
the  variable  risks  faced  by  oral  contra¬ 
ceptive  users  based  on  smoking  habits 
and  age. 

3.  Figure  1,  giving  the  estimated 
aimual  nvunber  of  deaths  associated 
with  control  of  fertility,  by  regimen  of 
control  and  age,  has  been  revised  and 
now  distinguishes  between  the  risk  of 
death  faced  by  oral  contraceptive 
users  who  smoke  and  the  risk  faced  by 
users  who  do  not  smoke. 

4.  In  the  section  describing  the  risks 
of  hepatic  tumor,  an  additional  refer¬ 
ence  has  been  cited  (Ref.  46)  based  on 
a  study  which  shows  an  association  be¬ 
tween  oral  contraceptive  use  and 
benign  hepatic  tumor.  This  study  also 
shows  that  oral  contraceptives  with 
high  hormonal  potency  are  associated 
with  a  higher  risk  than  low  potency 
formulations,  and  that  the  risk  is  di¬ 
rectly  related  to  duration  of  use.  This 
information  has  been  added  to  the 
physician  labeling. 

5.  In  the  section  describing  the  risks 
of  oral  contraceptive  use  in  or  immedi¬ 
ately  preceding  pregnancy  (Warning 


5),  the  risk  of  developing  vaginal 
cancer  in  female  offspring  exposed 
prenatally  to  stilbestrol  has  been  re¬ 
vised  from  4  in  1,000  exposures  to  1  in 
1,000  exposures  or  less.  The  Advisory 
Committee  considered  the  new  risk  es¬ 
timate  to  reflect  more  accurately  the 
referenced  studies. 

6.  Also  in  Warning  5,  a  statement 
has  been  added  regarding  the  possible 
effect  of  prenatal  exposurers  to  stil¬ 
bestrol  on  male  offspring.  Three  stud¬ 
ies  (Refs.  48,  49,  and  50)  are  cited  in 
support  of  such  an  association. 

Patient  Labeling 

Patient  labeling  for  oral  contracep¬ 
tives  has  also  been  revised  and  con¬ 
forms  to  the  physician  labeling  set 
forth  in  this  notice.  The  following  are 
the  most  significant  revisions  in  the 
patient  labeling  text: 

l..In  both  the  brief  summary  and 
the  detailed  labeling,  a  box  warning 
has  been  added.  It  states  that  ciga¬ 
rette  smoking  increases  the  risks  of  se¬ 
rious  cardiovascular  side  effects  in  oral 
contraceptive  users.  It  also  advises 
women  who  use  oral  contraceptives 
not  to  smoke. 

2.  In  the  discussion  in  the  brief  sum¬ 
mary  of  serious  side  effects,  a  state¬ 
ment  has  been  added  which  refers  the 
patient  to  the  detailed  patient  labeling 
for  information  about  symptoms  asso¬ 
ciated  with  these  serious  side  effects. 

3.  In  the  section  “Who  should  not 
use  oral  contraceptives,”  a  statement 
has  been  added  encouraging  women 
who  have  scanty  or  irregular  periods 
to  use  another  method  of  contracep¬ 
tion.  The  statement  is  based  on  the 
discussion  of  “Bleeding  Irregularities” 
contained  in  the  physician  labeling. 

4.  The  discussion  of  “The  Dangers  of 
Oral  Contraceptives”  has  been  sub¬ 
stantially  revised  to  reflect  the  role 
that  cigarette  smoking  plays  in  deter¬ 
mining  the  risks  of  serious  cardiovas¬ 
cular  side  effects,  especially  in  terms 
of  myocardial  infarction. 

5.  In  the  discussion  of  the  “Dangers 
to  a  developing  child  •  •  several  of 
the  statements  have  been  revised  to 
conform  with  the  information  in  the 
physician  labeling;  in  particular,  the 
patient  labeling  revises  the  previous 
estimate  of  risk  of  developing  vaginal 
cancer  in  female  offspring  exposed  to 
stilbestrol  prenatally,  and  also  adds  a 
statement  regarding  the  possible 
effect  of  prenatal  exposure  to  stilbes¬ 
trol  on  male  offspring. 

6.  In  the  discussion  of  “Other  side 
effects  of  oral  contraceptives,”  a  state¬ 
ment  has  been  added  that  irregular 
bleeding  is  frequently  seen  when  using 
the  mini-pill  or  combination  oral  con¬ 
traceptives  containing  less  than  50  mi¬ 
crograms  of  estrogen. 

7.  In  the  section  “Comparison  of  the 
risks  of  oral  contraceptives  and  other 
contraceptive  methods,”  the  bar  graph 
has  been  revised  to  reflect  an  estimate 
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of  the  annual  number  of  deaths 
among  oral  contraceptive  users  in 
terms  of  whether  or  not  the  user 
smokes. 

The  Pood  and  Drug  Administration 
will  regard  as  misbranded  and  subject 
to  regulatory  action  any  oral  contra¬ 
ceptive  drug  product  that  is  shipped  in 
interstate  commerce  by  maniifactur- 
ers,  repackers,  relabelers,  or  own-label 
distributors,  on  or  after  April  3,  1978, 
without  labeling  which  is  substantially 
the  same  in  content  as  the  physician 
labeling  set  forth  in  this  notice.  Under 
the  provisions  of  §  314.8(d)  (21  CPU 
314.8(d)),  such  labeling  may  be  put  in 
use  before  approval  of  a  supplement  to 
a  new  drug  application. 

Holders  of  approved  new  drug  appli¬ 
cations  for  oral  contraceptive  drug 
products  shall  submit  supplements  on 
or  before  April  3,  1978,  to  provide  for 
the  revised  physician  labeling. 

The  Commissioner  advises  that  the 
patient  labeling  text  set  forth  in  this 
notice  complies  with  the  patient  label¬ 
ing  final  rule  (§  310.501(a))  and  can  be 
relied  upon  by  any  person  to  meet  the 
rule’s  requirements.  For  those  manu¬ 
facturers  and  suppliers  who  elected  to 
use  the  December  7,  1976  guideline  pa¬ 
tient  labeling  (as  revised  on  May  27, 
1977),  use  of  the  December  7,  1976 
text  will  continue  to  meet  the  require¬ 
ments  of  the  final  rule  (§  310.501(a)) 
until  May  31,  1978.  For  all  manufac¬ 
turers  and  suppliers  who  have  de¬ 
ferred  distributing  revised  patient  la¬ 
beling  based  on  the  December  7,  1976 
guideline,  use  of  the  earlier  text 
cannot  be  relied  upon  as  meeting  the 
requirements  of  the  rule. 

The  physician  labeling  for  oral  con¬ 
traceptive  drug  products  is  set  forth  as 
follows: 

Oral  Contraceptive  Labeling 
Description 

(TO  BE  supplied  BY  lAANUFACTURER) 

(Description  should  include  the 
following  information.) 

1.  The  proprietary  name  and  the  es¬ 
tablished  name  if  any,  of  the  drug 
product; 

2.  The  same  qualitative  and/or  quan¬ 
titative  ingredient  information  as  re¬ 
quired  for  labels; 

3.  The  pharmacological  or  therapeu¬ 
tic  class  of  the  drug  product; 

4.  The  chemical  name  and  structural 
formula. 

Clinical  Pharmacology 

FOR  COMBINATION  ORAL  CONTRACEPTIVES 
ONLY 

Combination  oral  contraceptives  act 
primarily  through  the  mechanism  of 
gonadotropin  suppression  due  to  the 
estrogenic  and  progestational  activity 
of  the  ingredients.  Although  the  pri¬ 
mary  mechanism  of  action  is  inhibi¬ 
tion  of  ovulation,  alterations  in  the 


genital  tract  including  changes  in  the 
cervical  mucus  (which  increase  the  dif¬ 
ficulty  of  sperm  penetration)  and  the 
endometrium  (which  reduce  the  likeli¬ 
hood  of  implantation)  may  also  con¬ 
tribute  to  contraceptive  effectivenes. 

FOR  PROGESTOGEN  ORAL  CONTRACEPTIVES 
ONLY 

The  primary  mechanism  through 
which  (insert  name  of  drug)  prevents 
conception  is  not  known,  but  progesto¬ 
gen  only  contraceptives  are  ^own  to 
alter  the  cervical  mucus,  exert  a  pro¬ 
gestational  effect  on  the  endome¬ 
trium,  interfering  with  implantation, 
and,  in  some  patients,  suppress  ovula¬ 
tion.  (Manufacturer  to  include  infor¬ 
mation  on  absorption,  distribution, 
elimination,  and  pharmacokinetics  if 
pertinent;  also  on  drug  interactions 
pertinent  to  human  use.) 

Indications  and  Usage 

(Insert  name  of  drug)  is  indicated 
for  the  prevention  of  pregnancy  in 
women  who  elect  to  use  oral  contra¬ 
ceptives  as  a  method  of  contraception. 

(Manufacturers  who  have  other  ap¬ 
proved  indications  for  oral  contracep¬ 
tives  (Enovid  5  mg,  Ortho-Novum  2 
mg,  Ortho-Novura  10  mg)  should  men¬ 
tion  those  indications  here.) 

Oral  contraceptives  are  highly  effec¬ 
tive.  The  pregnancy  rate  in  women 
using  conventional  combination  oral 
contraceptives  (containing  35  meg  or 
more  of  ethinyl  estradiol  or  50  meg  or 
more  of  mestranol)  is  generally  report¬ 
ed  as  less  than  one  pregnancy  per  100 
woman-years  of  use.  Slighty  higher 
rates  (somewhat  more  than  1  pregnan¬ 
cy  per  100  woman-years  of  use)  are  re¬ 
ported  for  some  combination  products 
containing  35  meg  or  less  of  ethinyl  es¬ 
tradiol,  and  rates  on  the  order  of  3 
pregmancies  per  100  women-years  are 
reported  for  the  progestogen  only  oral 
contraceptives. 

These  rates  are  derived  from  sepa¬ 
rate  studies  conducted  by  different  in¬ 
vestigators  in  several  population 
groups  and  cannot  be  compared  pre¬ 
cisely.  Furthermore,  pregnancy  rates 
tend  to  be  lower  as  clinical  studies  are 
continued,  possibly  due  to  selective  re¬ 
tention  in  the  longer  studies  of  those 
patients  who  accept  the  treatment 
regimen  and  do  not  discontinue  as  a 
result  of  adverse  reactions,  pregnancy, 
or  other  reasons. 

In  clinical  trials  with  (insert  name  of 
drug)  (insert  number  of)  patients  com¬ 
plete  - cycles  and  a  total  of - 

pregnancies  were  reported.  This  repre¬ 
sents  a  pregnancy  rate  of  -  per 

100  woman-years.  (Manufacturer  to 
add  other  information  related  to  the 
pregnancy  rate  with  his  particular 
product,  if  needed  to  provide  adequate 
prescribing  information  to  the  physi¬ 
cian.) 

Table  1  gives  ranges  of  pregnancy 
rates  reported  in  the  literature  (Ref. 


1)  for  other  means  of  contraception. 
The  efficacy  of  these  means  of  contra¬ 
ception  (except  the  lUD)  depends 
upon  the  degree  of  adherence  to  the 
method. 

Table  1 

Pregnancies  Per  100  Women-Years 

rUD,  less  than  1-6; 

Diaphragm  with  spermicidal  prod¬ 
ucts  (creams  or  jellies).  2-20; 

Condom.  3-36; 

Aerosol  foams,  2-29; 

Jellies  and  creams,  4-36; 

Periodic  abstinence  (ryhthm)  all 
types,  less  than  1-47; 

1.  Calendar  method,  14-47; 

2.  Temperature  method,  1-20; 

3.  Temperature  method— intercourse 
only  in  post-ovulatory  phase,  less  than 
1-7; 

4.  Mucus  method,  1-25; 

No  contraception,  60-80. 

Dose-Related  Risk  of  Thromboembo¬ 
lism  From  Oral  Contraceptives 

Two  studies  have  shown  a  positive 
association  between  the  dose  of  estro¬ 
gens  in  oral  contraceptives  and  the 
risk  of  thromboembolism  (refs.  2  and 
3).  For  this  reason,  it  is  prudent  and  in 
keeping  with  good  principles  of  thera¬ 
peutics  to  minimize  exposure  to  estro¬ 
gen.  The  oral  contraceptive  product 
prescribed  for  any  given  patient 
should  be  that  product  which  contains 
the  least  amount  of  estrogen  that  is 
compatible  with  an  acceptable  preg¬ 
nancy  rate  and  patient  acceptance.  It 
is  recommended  that  new  acceptors  of 
oral  contraceptives  be  started  on  prep¬ 
arations  containing  0.5  mg  or  less  of 
estrogen. 

Contraindications 

Oral  contraceptives  should  not  be 
used  in  women  with  any  of  the  follow¬ 
ing  conditions: 

1.  Thrombophlebitis  or  thromboem¬ 
bolic  disorders. 

2.  A  past  history  of  deep  vein  throm¬ 
bophlebitis  or  thromboembolic  disor¬ 
ders. 

3.  Cerebral  vascular  or  coronary 
artery  disease. 

4.  Known  or  suspected  carcinoma  of 
the  breast. 

5.  Known  or  suspected  estrogen  de¬ 
pendent  neoplasia. 

6.  Undiagnosed  abnormal  genital 
bleeding. 

7.  Known  or  suspected  pregnancy 
(see  warning  No.  5). 

Warnings 

Cigarette  smoking  increases  the  risk  of  se¬ 
rious  cardiovascular  side  effects  from  oral 
contraceptive  use.  This  risk  increases  with 
age  and  with  heavy  smoking  (IS  or  more 
cigarettes  per  day)  and  is  quite  marked  in 
women  over  35  years  of  age.  Women  who 
use  oral  contraceptives  should  be  strongly 
advised  not  to  smoke. 
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The  use  of  oral  contraceptives  is  as¬ 
sociated  with  increased  risk  of  several 
serious  conditions  including  throm¬ 
boembolism,  stroke,  myocardial  infarc¬ 
tion,  hepatic  adenoma,  gall  bladder 
disease,  hypertension.  Practitioners 
prescribing  oral  contraceptives  should 
be  familiar  with  the  following  infor¬ 
mation  relating  to  these  risks. 

1.  Thromboembolic  Disorders  and 
Other  Vascular  Problems.  An  increased 
risk  of  thromboembolic  and  thrombo¬ 
tic  disease  associated  with  the  use  of 
oral  contraceptives  is  well  established. 
Three  principal  studies  in  Great  Brit¬ 
ain  (Refs.  4  through  6)  and  three  in 
the  United  States  (Refs.  7  through  10) 
have  demonstrated  an  increased  risk 
of  fatal  and  nonfatal  venous  throm¬ 
boembolism  and  stroke,  both  hemorr¬ 
hagic  and  thrombotic.  These  studies 
estimate  that  users,  or  oral  contracep¬ 
tives  are  4  to  11  times  more  likely  than 
nonusers  to  develop  these  diseases 
without  evident  cause  (Table  2). 

Cerebrovascular  Disorders 

In  a  collaborative  American  study 
(Refs.  9  and  10)  of  cerebrovascular  dis¬ 
orders  in  women  with  and  without  pre¬ 
disposing  causes,  it  was  estimated  that 
the  risk  of  hemorrhagic  stroke  was  2.0 
times  greater  in  users  than  nonusers 
and  the  risk  of  thrombotic  stroke  was 
4  to  9.5  times  greater  in  users  than  in 
nonusers  (Table  2). 

Table  2 

SX7MMARY  OF  RELATIVE  RISK  OF  THROBIBOEMBO- 
LIC  DISORDERS  AND  OTHER  VASCULAR  PROB¬ 
LEMS  IN  ORAL  CONTRACEPTIVE  USERS  COM¬ 
PARED  TO  NONUSERS 

Relative 

risk, 

times 

greater 


Idiopathic  thromboembolic  disease .  4- It 

Post  surgery  thromboembolic  complications .  4-6 

Thrombotic  stroke .  4-9.5 

Hemorrhagic  stroke .  2 

Myocardial  infarction .  2-12 


Myocardial  Infarction 

An  increased  risk  of  myocardial  in¬ 
farction  associated  with  the  use  of  oral 
contraceptives  has  been  reported 
(Refs.  11,  12,  and  13),  confirming  a 
previously  suspected  association. 
These  studies,  conducted  in  the  United 
Kingdom,  found,  as  expected,  that  the 
greater  the  number  of  underlying  risk 
factors  for  coronary  artery  disease 
(cigarette  smoking,  hypertension, 
hypercholesterolemia,  obesity,  diabe¬ 
tes,  history  of  preeclamptic  toxemia) 
the  higher  the  risk  of  developing  myo¬ 
cardial  infarction,  regardless  of  wheth¬ 
er  the  patient  was  an  oral  contracep¬ 
tive  user  or  not.  Oral  contraceptives. 


however,  were  foimd  to  be  a  clear  ad¬ 
ditional  risk  factor. 

In  terms  of  relative  risk,  it  has  been 
estimated  (Ref.  52)  that  oral  contra¬ 
ceptive  users  who  do  not  smoke  (smok¬ 
ing  is  considered  a  major  predisposing 
condition  to  myocardial  infarction)  are 
about  twice  as  likely  to  have  a  fatal 
myocardial  infarction  as  nonusers  who 
do  not  smoke.  Oral  contraceptive  users 
who  are  also  smokers  have  about  a  5- 
fold  increased  risk  of  fatal  infarction 
compared  to  users  who  do  not  smoke, 
but  about  a  10-  to  12-fold  increased 
risk  compared  to  nonusers  who  do  not 
smoke.  Furthermore,  the  amount  of 
smoking  is  also  an  important  factor.  In 
determining  the  importance  of  these 
relative  risks,  however,  the  baseline 
rates  for  various  age  groups,  as  shown 
in  Table  3,  must  be  given  serious  con¬ 
sideration.  The  importance  of  other 
predisposing  conditions  mentioned 
above  in  determining  relative  and  ab¬ 
solute  risks  has  not  as  yet  been  quanti¬ 
fied;  it  is  quite  likely  that  the  same 
synergistic  action  exists,  but  perhaps 
to  a  lesser  extent. 

Table  3 

Estimated  annual  mortality  rate  per  100,000 
women  from  myocardial  infarction  by  use 
of  oral  contraceptives,  smoking  habits, 
and  age  (in  years) 


Myocardial  infarction 

Women  aged  Women  aged 
30-39  40-44 

Smoking  habits  Users  Nonusers  Users  Nonusers 


All  smokers .  10.2  2.6  62.0  15.9 

Heavy' .  13.0  5.1  78.7  31.3 

light .  4.7  .9  28.6  5.7 

Nonsmokers .  1.8  1.2  10.7  7.4 

Smokers  and 

nonsmokers .  5.4  1.9  32.8  11.7 


'Heavy  smoker:  15  or  more  cigarettes  per  day. 
From  Jain,  A.  K.,  Studies  in  Family  Planning,  8:50, 
1977. 

Risk  of  Dose 

In  an  analysis  of  data  derived  from 
several  national  adverse  reaction  re¬ 
porting  systems  (Ref.  2),  British  inves¬ 
tigators  concluded  that  the  risk  of 
thromboembolism  including  coronary 
thrombosis  is  directly  related  to  the 
dose  of  estrogen  used  in  oral  contra¬ 
ceptives  preparations  containing  100 
meg  or  more  of  estrogen  were  associat¬ 
ed  with  a  higher  risk  of  thromboembo¬ 
lism  than  those  containing  50-80  meg 
of  estrogen.  Their  analysis  did  suggest, 
however,  that  the  quantity  of  «strogen 
may  not  be  the  sole  factor  involved. 
This  finding  has  been  confirmed  in 
the  United  States  (Ref.  3).  Careful  epi¬ 
demiological  studies  to  determine  the 


degree  of  thromboembolic  risk  associ¬ 
ated  with  progestogen-only  oral  con¬ 
traceptives  have  not  been  performed. 
Cases  of  thromboembolic  disease  have 
been  reported  in  women  using  these 
products,  and  they  should  not  be  pre¬ 
sumed  to  be  free  of  excess  risk. 

Estimate  of  Excess  Mortality  From 
Circulatory  Diseases 

A  large  prospective  study  (Ref.  53) 
carried  out  in  the  U.K.  estimated  the 
mortality  rate  per  100,000  women  per 
year  from  diseases  of  the  circulatory  ' 
system  for  users  and  nonusers  of  oral 
contraceptives  according  to  age,  smok¬ 
ing  habits,  and  duration  of  use.  The 
overall  excess  death  rate  annually 
from  circulatory  diseases  for  oral  con¬ 
traceptive  users  was  estimated  to  be  20 
per  100,000  (ages  15-34—5/100,000; 
ages  35-44—33/100,000;  ages  45-49— 
140/100,000),  the  risk  being  concen¬ 
trated  in  older  women,  in  those  with  a 
long  durtion  of  use,  and  in  cigarette 
smokers.  It  was  not  possible,  however, 
to  examine  the  interrelationships  of 
age,  smoking,  and  duration  of  use,  nor 
to  compare  the  effects  of  continuous 
versus  intermittent  use.  Although  the 
study  showed  a  10-fold  increase  in 
death  due  to  circulatory  diseases  in 
users  for  5  or  more  years,  all  of  these 
deaths  occurred  in  women  35  or  older. 
Until  larger  numbers  of  women  imder 
35  with  continuous  use  for  5  or  more 
years  are  available,  it  is  not  possible  to 
assess  the  magnitude  of  the  relative 
risk  for  this  yoimger  age  group. 

The  available  data  from  a  variety  of 
sources  have  been  analyzed  (Ref.  14) 
to  estimate  the  risk  of  death  associat¬ 
ed  with  various  methods  of  contracep¬ 
tion.  The  estimates  of  risk  of  death  for 
each  method  include  the  combined 
risk  of  the  contraceptive  method  (e.g., 
thromboembolic  and  thrombotic  dis¬ 
ease  in  the  case  of  oral  contraceptives) 
plus  the  risk  attributable  to  pregnancy 
or  abortion  in  the  event  of  method 
failure.  This  latter  risk  varies  with  the 
effectiveness  of  the  contraceptive 
method.  The  findings  of  this  analysis 
are  shown  in  Figure  1  below  (Ref.  14). 
The  study  concluded  that  the  mortal¬ 
ity  associated  with  all  methods  of 
birth  control  is  low  and  below  that  as¬ 
sociated  with  childbirth,  with  the  ex¬ 
ception  of  oral  contraceptives  in 
women  over  40  who  smoke.  (The  rates 
given  for  pill  only/smokers  for  each 
age  group  are  for  smokers  as  a  class. 
For  “heavy”  smokers  (more  than  15 
cigarettes  a  day),  the  rates  given 
would  be  about  douMe;  for  “light” 
smokers  (less  than  15  cigarettes  a 
day),  about  5C  percent.)  The  lowest 
mortality  is  associated  with  the 
condom  or  diaphragm  backed  up  by 
early  abortion. 
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Figure  1  Ettimatad  anncd  rutton  ol  deaths  associated  with  control  of  far«lv  and  no  control  per  100.000  nonsterile  women,  by  regimen  ol  control 
and  age  of  wonai 
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The  risk  of  thromboembolic  and 
thrombotic  disease  associated  with 
oral  contraceptives  increases  with  age 
after  approximately  age  30  and.  for 
myocardial  infarction,  is  further  in¬ 
creased  by  hypertension,  hyper-  cho- 
lesterolemia,  obesity,  diabetes,  or  his¬ 
tory  of  preeclamptic  toxemia  and  espe- 
ciaUy  by  cigarette  smoking. 

Based  on  the  data  currently  avail¬ 
able,  the  following  chart  gives  a  gross 
estimate  of  the  risk  of  death  from  cir¬ 
culatory  disorders  associated  with  the 
use  of  oral  contraceptives: 

Smoking  Habits  and  Other  Predisposing 
Conditions— Risk  Associated  With  Use 
OF  Oral  Contraceptives 


Age 

Below 

30 

30-39 

40+ 

Heavy  smokers . 

_ C 

B 

A 

light  smokers . 

. D 

C 

B 

Nonsmokers  (no  predispos-  D 

Ing  conditions). 

C.D 

C 

Nonsmokers  (other 
posing  condiUons). 

predis-  C 

C.B 

B,A 

A— Use  associated  with  very  high  risk. 
B— Use  associated  with  high  risk. 

C— Use  associated  with  moderate  risk. 
D— Use  associated  with  low  risk. 


The  physician  and  the  patient 
should  be  alert  to  the  earliest  manifes¬ 
tations  of  thromboembolic  and  throm¬ 
botic  disorders  (e.g.,  thrombophlebitis, 
pulmonary  embolism,  cerebrovascular 
insufficiency,  coronary  occlusion,  re¬ 
tinal  thrombosis,  and  mesenteric 
thrombosis).  Should  any  of  these 
occur  or  be  suspected,  the  drug  should 
be  discontinued  immediately. 

A  four-  to  six-fold  increased  risk  of 
post  surgery  thromboembolic  compli¬ 
cations  has  been  reported  in  oral  con¬ 
traceptive  users  (refs.  15  and  16).  If 
feasible,  oral  contraceptives  should  be 
discontinued  at  least  4  weeks  before 
surgery  of  a  type  associated  with  an 
increased  risk  of  thromboembolism  or 
prolonged  immobilization. 

2.  OctUar  Lesions.  There  have  been 
reports  of  neuro-ocular  lesions  such  as 
optic  neuritis  or  retinal  thrombosis  as¬ 
sociated  with  the  use  of  oral  contra¬ 
ceptives.  Discontinue  oral  contracep¬ 


tive  medication  if  there  is  unex¬ 
plained,  sudden  or  gradual,  partial  or 
complete  loss  of  vision;  onset  of  prop¬ 
tosis  or  diplopia;  papilledema;  or  re¬ 
tinal  vascular  lesions  and  institute  ap¬ 
propriate  diagnostic  and  therapeutic 
measures. 

3.  Carcinoma.  Long-term  continuous 
administration  of  either  natural  or 
synthetic  estrogen  in  certain  animal 
species  increases  the  frequency  of  car¬ 
cinoma  of  the  breast,  cervix,  vagina, 
and  liver.  Certain  synthetic  progesto- 
gens,  none  currently  contained  in  oral 
contraceptives,  have  been  noted  to  in¬ 
crease  the  incidence  of  mammary  nod¬ 
ules,  benign  and  malignant,  in  dogs. 

In  hvunans,  three  case  control  stud¬ 
ies  have  reported  an  increased  risk  of ' 
endometrial  carcinoma  associated  with 
the  prolonged  use  of  exogenous  estro¬ 
gen  in  post  menopausal  women  (Refs. 
17,  18,  and  19).  One  publication  (Ref. 
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20)  reported  on  the  first  21  cases  sub¬ 
mitted  by  physicians  to  a  registry  of 
cases  of  adenocarcinoma  of  the  endo¬ 
metrium  in  women  under  40  on  oral 
contraceptives.  Of  the  cases  found  in 
women  without  presdisposing  risk  fac¬ 
tors  for  adenocarcinoma  of  the  endo¬ 
metrium  (e.g.,  irregular  bleeding  at 
the  time  oral  contraceptives  were  first 
given,  polycystic  ovaries),  nearly  all 
occurred  in  women  who  had  used  a  se¬ 
quential  oral  contraceptive.  These 
products  are  no  longer  marketed.  No 
evidence  has  been  reported  suggesting 
an  increased  risk  of  endometrial 
cancer  in  users  of  conventional  combi¬ 
nation  or  progestogen-only  oral  con¬ 
traceptives. 

Several  studies  (Refs.  8  and  21 
through  24)  have  found  no  increase  in 
breast  cancer  in  women  taking  oral 
contraceptives  or  estrogens.  One  study 
(Ref.  25),  however,  while  also  noting 
no  overall  increased  risk  of  breast 
cancer  in  women  treated  with  oral 
contraceptives,  foimd  an  excess  risk  in 
the  subgroups  of  oral  contraceptive 
users  with  documented  benign  breast 
disease.  A  reduced  occurrence  of 
benign  breast  tumors  in  users  of  oral 
contraceptives  has  been  well-docu¬ 
mented  (Refs.  8,  21,  25,  26,  and  27). 

In  summary,  there  is  at  present  no 
confirmed  evidence  from  human  stud¬ 
ies  of  an  increased  risk  of  cancer  asso¬ 
ciated  with  oral  contraceptives.  Close 
clinical  surveillance  of  all  women 
taking  oral  contraceptives  is,  neverthe¬ 
less,  essential.  In  all  cases  of  undiag¬ 
nosed  persistent  or  recurrent  abnor¬ 
mal  vaginal  bleeding,  appropriate  diag¬ 
nostic  measures  should  be  taken  to 
rule  out  malignancy.  Women  with  a 
strong  family  history  of  breast  cancer 
or  who  have  breast  nodules,  fibrocys¬ 
tic  disease  or  abnormal  mammograms 
should  be  monitored  with  particular 
care  if  they  elect  to  use  oral  contra¬ 
ceptives  instead  of  other  methods  of 
contraception. 

4.  Hepatic  Tumors.  Benign  hepatic 
adenomas  have  been  found  to  be  assso- 
ciated  with  the  use  of  oral  contracep¬ 
tives  (Refs.  28,  29,  30,  and  46).  One 
study  (Ref.  46)  showed  that  oral  con¬ 
traceptive  formulations  with  high  hor¬ 
monal  potency  were  associated  with  a 
higher  risk  than  lower  potency  formu¬ 
lations.  Although  benign,  hepatic  ad¬ 
enomas  may  rupture  and  may  cause 
death  through  intra-abdominal  hem¬ 
orrhage.  This  has  been  reported  in 
short-term  as  well  as  long-term  users 
of  oral  contraceptives.  Two  studies 
relate  risk  with  duration  of  use  of  the 
contraceptive,  the  risk  being  much 
greater  ^ter  4  or  more  years  of  oral 
contraceptive  use  (Refs.  30  and  46). 
While  hepatic  adenoma  is  a  rare 
lesion,  it  should  be  considered  in 
women  presenting  abdominal  pain  and 
tenderness,  abdominal  mass  or  shock. 

A  few  cases  of  hepatocellular  carci- 
,noma  have  been  reported  in  women 


taking  oral  contraceptives.  The  rela¬ 
tionship  of  these  drugs  to  this  type  of 
malignancy  is  not  known  at  this  time. 

5.  Use  in  or  Immediately  Preceding 
Pregancy,  Birth  Defects  in  Offspring, 
and  Malignancy  in  Female  Offspring. 

The  use  of  female  sex  hormones— 
both  estrogenic  and  progestational 
agents— during  early  pregnancy  may 
seriouly  damage  the  offspring.  It  has 
been  shown  that  females  exposed  in 
utero  to  diethylstilbestrol,  a  nonsteroi¬ 
dal  estrogen,  have  an  increased  risk  of 
developing  in  later  life  a  form  of  vagi¬ 
nal  or  cervical  cancer  that  is  ordinarily 
extremely  rare  (Refs.  31  and  32).  This 
risk  has  been  estimated  to  be  of  the 
order  of  1  in  1,000  exposures  or  less 
(Refs.  33  and  47).  Although  there  is  no 
evidence  at  the  present  time  that  oral 
contraceptives  further  enhance  the 
risk  of  developing  this  type  of  malig¬ 
nancy,  such  patients  should  be  moni¬ 
tored  with  particular  care  if  they  elect 
to  use  oral  contraceptives  instead  of 
other  methods  of  contraception.  F\ir- 
thermore,  a  high  percentage  of  such 
exposed  women  (from  30  to  90%)  have 
been  found  to  have  epithelial  changes 
of  the  vagina  and  cervix  (Refs.  34 
tlu'ough  38).  Although  these  changes 
are  histologically  benign,  it  is  not 
known  whether  this  condition  is  a  pre¬ 
cursor  of  vaginal  malignancy.  Male 
children  so  exposed  may  develop  ab¬ 
normalities  of  the  urogenital  tract 
(Refs.  48,  49,  and  50).  Although  similar 
data  are  not  available  with  the  use  of 
other  estrogens,  it  cannot  be  presumed 
that  they  would  not  induce  similar 
changes. 

An  increased  risk  of  congenital 
anomalies,  including  heart  defects  and 
limb  defects,  has  been  reported  with 
the.  use  of  sex  hormones,  including 
oral  contraceptives,  in  pregnancy 
(Refs.  39  through  42,  51).  One  case 
control  study  (Ref.  42)  has  estimated  a 
4.7-fold  increase  in  risk  of  limb-reduc¬ 
tion  defects  in  infants  exposed  in 
utero  to  sex  hormones  (oral  contracep¬ 
tives,  hormonal  withdrawal  tests  for 
pregnancy  or  attempted  treatment  for 
threatened  abortion).  Some  of  these 
exposures  were  very  short  and  in¬ 
volved  only  a  few  days  of  treatment. 
The  data  suggest  that  the  risk  of  limb- 
reduction  defects  in  exposed  fetuses  is 
somewhat  less  than  one  in  1,000  live 
births. 

In  the  past,  female  sex  hormones 
have  been  used  during  pregnancy  in 
an  attempt  to  treat  threatened  or  ha¬ 
bitual  abortion.  There  is  considerable 
evidence  that  estrogens  are  ineffective 
for  these  indications,  and  there  is  no 
evidence  from  well  controlled  studies 
that  progestogens  are  effective  for 
these  uses. 

There  is  some  evidence  that  tri- 
ploidy  and  possibly  other  ts^ies  of  po¬ 
lyploidy  are  increased  among  abor¬ 
tuses  from  women  who  become  preg¬ 
nant  soon  after  ceasing  oral  contrac- 


teptives  (Ref.  43).  Embryos  with  these 
anomalies  are  virtually  always  aborted 
spontaneously.  Whether  there  is  an 
overall  increase  in  spontaneous  abor¬ 
tion  of  pregnancies  conceived  soon 
after  stopping  oral  contraceptives  is 
unknown. 

It  is  recommended  that  for  any  pa¬ 
tient  who  has  missed  two  consecutive 
periods,  pregnancy  should  be  ruled  but 
before  continuing  the  contraceptive 
regimen.  If  the  patient  has  not  ad¬ 
hered  to  the  prescribed  schedule,  the 
possibility  of  pregnancy  should  be  con¬ 
sidered  at  the  time  of  the  first  missed 
period  (or  after  45  days  from  the  last 
menstrual  period  if  the  progestogen 
only  oral  contraceptives  are  used),  and 
further  use  of  oral  contraceptives 
should  be  withheld  imtil  pregnancy 
has  been  ruled  out.  If  pregr  ancy  is 
confirmed,  the  patient  should  be  ap¬ 
prised  of  the  potential  risks  to  the 
fetus  and  the  advisability  of  continu¬ 
ation  of  the  pregnancy  should  be  dis¬ 
cussed  in  the  light  of  these  risks. 

(Manufacturer  to  supply  appropriate 
information  for  use  in  endometriosis.) 

It  is  also  recommended  that  women 
who  discontinue  oral  contraceptives 
with  the  intent  of  becoming  pregnant 
use  an  alternate  form  of  contraception 
for  a  period  of  time  before  attempting 
to  conceive.  Many  clinicians  recom¬ 
mend  3  months  although  no  precise 
information  is  available  on  which  to 
base  this  recommendation. 

The  administration  of  progestogen- 
only  or  progestogen-estrogen  combina¬ 
tions  to  induce  withdrawal  bleeding 
should  not  be  used  as  a  test  of  preg¬ 
nancy. 

6.  GkiH  Bladder  Disease. 

Studies  (Refs.  8,  23,  and  26)  report 
an  increased  risk  of  surgically  con¬ 
firmed  gall  bladder  disease  in  users  of 
oral  contraceptives  and  estrogens.  In 
one  study,  an  increased  risk  appeared 
after  2  years  of  use  and  doubled  after 
4  or  5  years  of  use.  In  one  of  the  other 
studies,  an  increased  risk  was  apparent 
between  6  and  12  months  of  use. 

7.  Carbohydrate  and  Lipid  Metabolic 
Effects. 

A  decrease  in  glucose  tolerance  has 
been  observed  in  a  significant  percent¬ 
age  of  patients  on  oral  contraceptives. 
For  this  reason,  prediabetic  and  dia¬ 
betic  patients  should  be  carefully  ob¬ 
served  while  receiving  oral  contracep¬ 
tives. 

An  increase  in  triglycerides  and  total 
phospholipids  has  been  observed  in  pa¬ 
tients  receiving  oral  contraceptives 
(Ref,  44).  The  clhiical  significance  of 
this  finding  remains  to  be  defined. 

8.  Elevated  Blood  Pressure. 

An  increase  in  blood  pressure  has 
been  reported  in  patients  receiving 
oral  contraceptives  (Ref.  26).  In  some 
women,  hypertension  may  occur 
within  a  few  montlis  of  beginning  oral 
contraceptive  use.  In  the  first  year  of 
use,  the  prevalence  of  women  with  hy- 
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pertension  is  low  in  users  and  may  be 
no  higher  than  that  of  a  comparable 
group  of  nonusers.  The  prevalence  in 
users  increases,  however,  with  longer 
exposure,  and  in  the  fifth  year  of  use 
is  two  and  a  half  to  three  times  the  re¬ 
ported  prevalence  in  the  first  year. 
Age  is  also  strongly  correlated  with 
the  development  of  hypertension  in 
oral  contraceptive  users.  Women  who 
previously  have  had  hypertension 
during  pregnancy  may  be  more  likely 
to  develop  elevation  of  blood  presure 
when  given  oral  contraceptives.  Hyper¬ 
tension  that  develops  as  a  result  of 
taking  oral  contraceptives  usually  re¬ 
turns  to  normal  after  discontinuing 
the  drug. 

9.  Headache. 

The  onset  or  exacerbation  of  mi¬ 
graine  or  development  of  headache  of 
a  new  pattern  which  is  recurrent,  per¬ 
sistent,  or  severe,  requires  discontinua¬ 
tion  of  oral  contraceptives  and  evalua¬ 
tion  of  the  cause. 

10.  Bleeding  Irregularities. 

Breakthrough  bleeding,  spotting, 

and  amenorrhea  are  frequent  reasons 
for  patients  discontinuing  oral  contra¬ 
ceptives.  In  breakthrough  bleeding,  as 
in  all  cases  of  irregular  bleeding  from 
the  vagina,  nonfunctional  causes 
should  be  borne  in  mind.  In  undiag¬ 
nosed  persistent  or  recurrent  abnor¬ 
mal  bleeding  from  the  vagina,  ade¬ 
quate  diagnostic  measures  are  indicat¬ 
ed  to  rule  out  pregnancy  or  malignan¬ 
cy.  If  pathology  has  been  excluded, 
time  or  a  change  to  another  formula¬ 
tion  may  solve  the  problem.  Changing 
to  an  oral  contraceptive  with  a  higher 
estrogen  content,  while  potentially 
useful  in  minimizing  menstrual  irregu¬ 
larity,  should  be  done  only  if  neces¬ 
sary  since  this  may  increase  the  risk  of 
thromboembolic  disease. 

Pollouing  paragraph  to  be  inserted 
for  progestogen-only  oral  contracep¬ 
tives: 

An  alteration  in  menstrual  patterns 
is  likely  to  occur  in  women  using  pro¬ 
gestogen-only  oral  contraceptives.  The 
amount  and  duration  of  flow,  cycle 
length,  breakthrough  bleeding,  spot¬ 
ting  and  amenorrhea  will  probably  be 
quite  variable.  Bleeding  irregularities 
occvu-  more  frequently  with  the  use  of 
progestogen-only  oral  contraceptives 
than  with  the  combinations  and  the 
dropout  rate  due  to  such  conditions  is 
higher. 

Women  with  a  past  history  of  oligo¬ 
menorrhea  or  secondary  amenorrhea 
or  young  women  without  regular 
cycles  may  have  a  tendency  to  remain 
anovulatory  or  to  become  amenorrheic 
after  discontinuation  of  oral  contra¬ 
ceptives.  Women  with  these  preexist¬ 
ing  problems  should  be  advised  of  this 
possibility  and  encouraged  to  use 
other  contraceptive  methods.  Post-use 
anovulation,  possibly  prolonged,  may 
also  occur  in  women  without  previous 
irregularities. 


11.  Ectopic  Pregnancy. 

Ectopic  as  well  as  intrauterine  preg¬ 
nancy  may  occxu-  in  contraceptive  fail¬ 
ures.  However,  in  progestogen-only 
oral  contraceptive  failures,  the  ratio  of 
ectopic  to  intrauterine  pregnancies  is 
higher  than  in  women  who  are  not  re¬ 
ceiving  oral  contraceptives,  since  the 
drugs  are  more  effective  in  preventing 
intrauterine  than  ectopic  pregnancies. 

12.  Breast  Feeding. 

Oral  contraceptives  given  in  the 
postpartum  period  may  interfere  with 
lactation.  There  may  be  a  decrease  in 
the  quantity  and  quality  of  the  breast 
milk.  Furthermore,  a  small  fraction  of 
the  hormonal  agents  in  oral  contra¬ 
ceptives  has  been  identified  in  the 
milk  of  mothers  receiving  these  drugs 
(Ref.  45).  The  effects,  if  any,  on  the 
breast  fed  child  have  not  been  deter¬ 
mined.  If  feasible,  the  use  of  oral  con¬ 
traceptives  should  be  deferred  imtil 
the  infant  has  been  weaned. 

Precautions 

GENERAL 

1.  A  complete  medical  and  family 
history  should  be  taken  prior  to  the 
initiation  of  oral  contraceptives.  The 
pretreatment  and  periodic  physical  ex¬ 
aminations  should  include  special  ref¬ 
erence  to  blood  pressure,  breasts,  ab¬ 
domen  and  pelvic  organs,  including 
Papanicolaou  smear  and  relevant  labo¬ 
ratory  tests.  As  a  general  rule,  oral 
contraceptives  should  not  be  pre¬ 
scribed  for  longer  than  1  year  without 
another  physical  examination  being 
performed. 

2.  Under  the  influence  of  estrogen- 
progestogen  preparations,  preexisting 
uterine  leiomyomata  may  increase  in 
size. 

3.  Patients  with  a  history  of  psychic 
depression  should  be  carefully  ob¬ 
served  and  the  drug  discontinued  if  de¬ 
pression  recurs  to  a  serious  degree.  Pa¬ 
tients  becoming  significantly  de¬ 
pressed  while  taking  oral  contracep¬ 
tives  should  stop  the  medication  and 
use  an  alternate  method  of  contracep¬ 
tion  in  an  attempt  to  determine 
whether  the  symptom  is  drug  related. 

4.  Oral  contraceptives  may  cause 
some  degree  of  fluid  retention.  They 
should  be  prescribed  with  caution,  and 
only  with  careful  monitoring,  in  pa¬ 
tients  with  conditions  which  might  be 
aggravated  by  fluid  retention,  such  as 
convulsive  disorders,  migraine  ssm- 
drome,  asthma,  or  cardiac  or  renal  in¬ 
sufficiency. 

5.  Patients  with  a  past  history  of 
jaundice  duriiig  pregnancy  have  an  in¬ 
creased  risk  of  recurrence  of  jaundice 
while  receiving  oral  contraceptive 
therapy.  If  jaundice  develops  in  any 
patient  receiving  such  drugs,  the  medi¬ 
cation  should  be  discontinued. 

6.  Steroid  hormones  may  be  poorly 
metabolized  in  patients  with  impaired 
liver  function  and  should  be  adminis¬ 
tered  with  caution  in  such  patients. 


7.  Oral  contraceptive  users  may  have 
disturbances  in  normal  tryptophan 
metabolism  which  may  result  in  a  rela¬ 
tive  pyridoxine  deficiency.  The  clinical 
significance  of  this  is  yet  to  be  deter¬ 
mined. 

8.  Serum  folate  levels  may  be  de¬ 
pressed  by  oral  contraceptive  therapy. 
Since  the  pregnant  woman  is  predis¬ 
posed  to  the  development  of  folate  de- 
hciency  increase  with  increasing  gesta¬ 
tion.  it  is  possible  that  if  a  woman  be¬ 
comes  pregnant  shortly  after  stopping 
oral  contraceptives,  she  may  have  a 
greater  chance  of  developing  folate  de¬ 
ficiency  and  complications  attributed 
to  this  deficiency. 

9.  The  pathologist  should  be  advised 
of  oral  contraceptive  therapy  when 
relevant  specimens  are  submitted. 

10.  Certain  endocrine  and  liver  func¬ 
tion  tests  and  blood  components  may 
be  affected  by  estrogen-containing 
oral  contraceptives: 

a.  Increased  sulfobromophthaleim 
retention. 

b.  Increased  prothrombin  and  fac¬ 
tors  VII,  VIII.  IX,  and  I;  decreased  an¬ 
tithrombin  3;  increased  norepineph¬ 
rine-induced  platelet  aggregability. 

£.  Increased  thyroid  binding  globulin 
(TBG)  leading  to  increased  circulating 
total  thsu'oid  hormone,  as  measured  by 
protein-bound  iodine  (PBI),  T4  by 
column,  or  T4  by  radioimmunoassay. 
Free  T3  resin  uptake  is  decreased,  re¬ 
flecting  the  elevated  TBG,  free  T4 
concentration  is  unaltered. 

d.  Decreased  pregnanediol  excretion. 

e.  Reduced  response  to  metyrapone 
test. 

INFORMATION  FOR  THE  PATIENT 

See  Patient  Labeling  Printed  below. 

DRUG  INTERACTIONS 

Reduced  efficacy  and  increased  inci¬ 
dence  of  breakthrough  bleeding  have 
been  associated  with  concomitant  use 
of  rifampin.  A  similar  association  has 
been  suggested  with  barbiturates, 
phenylbutazone,  phenytoin  sodium, 
and  ampicillin. 

CARCINOGENESIS 

See  Warnings  section  for  informa¬ 
tion  on  the  carcinogenic  potential  or 
oral  contraceptives. 

PREGNANCY 

Pregnancy  category  X.  See  Contra¬ 
indications  and  Warnings. 

NURSING  MOTHERS 

See  Warnings. 

Adverse  Reactions 

An  increased  risk  of  the  following  se¬ 
rious  adverse  reactions  has  been  asso¬ 
ciated  with  the  use  of  oral  contracep¬ 
tives  (see  Warnings): 

Thrombophlebitis. 

Pulmonary  embolism. 
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Coronary  thrombosis. 

Cerebral  thrombosis. 

Cerebral  hemorrhage. 

Hypertension. 

Gall  bladder  disease. 

Benign  hepatomas. 

Congenital  anomalies. 

There  is  evidence  Qf  an  association 
between  the  following  conditions  and 
the  use  of  oral  contraceptives,  al¬ 
though  additional  confirmatory  stud¬ 
ies  are  needed; 

Mesenteric  thrombosis. 

Neuro-ocular  lesions,  e.g.,  retinal 
thrombosis  and  optic  neuritis. 

The  following  adverse  reactions  have 
been  reported  in  patients  receiving 
oral  contraceptives  and  are  believed  to 
be  drug  related: 

Nausea,  usually  the  most  common 
adverse  reaction. 

Vomiting,  occurs  in  approximately 

0%  or  less  of  patients  during  the  first 
cycle.  Other  reactions,  as  a  general 
rule,  are  seen  much  less  frequently  or 
only  occasionally. 

Gastrointestinal  ssmiptoms  (such  as 
abdominal  cramps  and  bloating). 

Breakthrough  bleeding. 

Spotting. 

Change  in  menstrual  flow. 

Dysmenorrhea.  * 

Amenorrhea  during  and  after  treat¬ 
ment. 

Temporary  infertility  after  discon¬ 
tinuance  of  treatment. 

Edema. 

Chloasma  or  melasma  which  may 
persist. 

Breast  changes:  tenderness,  enlarge¬ 
ment,  and  secretion. 

Change  in  weight  (increase  or  de¬ 
crease). 

Change  in  cervical  erosion  and  cervi¬ 
cal  secretion. 

Possible  diminution  in  lactation 
when  given  immediately  postpartum. 

Cholestatic  jaundice. 

Migraine. 

Increase  in  size  of  uterine  leiomyo¬ 
mata. 

Rash  (allergic). 

Mental  depression. 

Reduced  tolerance  to  carbohydrates. 

Vaginal  candidiasis. 

Change  in  corneal  curvature  (steep¬ 
ening). 

Intolerance  to  contact  lenses. 

The  following  adverse  reactions  have 
been  reported  in  users  of  oral  contra¬ 
ceptives,  and  the  association  has  been 
neither  confirmed  nor  refuted: 

Premenstrual-like  syndrome. 

Cataracts. 

Changes  in  libido. 

Chorea. 

Changes  in  appetite. 

Cystitis-like  syndrome. 

Headache. 

Nervousness. 

Dizziness. 

Hirsutism. 

Loss  of  scalp  hair. 

Erythema  multiforme. ' 


Erytherma  nodosum. 

Hemorrhagic  eruption. 

Vaginitis. 

Porphyria. 

Acute  Overdose 

Serious  ill  effects  have  not  been  re¬ 
ported  following  acute  ingestion  of 
large  doses  of  oral  contraceptives  by 
young  children.  Overdosage  may  cause 
nausea,  and  withdrawal  bleeding  may 
occur  in  females. 

Dosage  and  Administration 

To  achieve  maximum  contraceptive 
effectiveness,  (insert  name  of  drug) 
must  be  taken  exactly  as  directed  and 
at  intervals  not  exceeding  24  hours. 

(Manufacturer  to  supply  appropriate 
information  regarding  endometriosis 
and  hypermenorrhea  where  applica¬ 
ble.) 

(Manufacturer  to  supply  informa¬ 
tion  on  routine  administration  and 
specific  instructions  on  handling  prob¬ 
lems  such  as  breakthrough  bleeding, 
amenorrhea,  etc.) 

Use  of  oral  contraceptives  in  the 
event  of  a  missed  menstrual  period: 

1.  If  the  patient  has  not  adhered  to 
the  prescribed  dosage  regimen,  the 
possibility  of  pregnancy  should  be  con¬ 
sidered  after  the  first  missed  period 
(or  after  45  days  from  the  last  men¬ 
strual  period  if  the  progestogen  only 
oral  contraceptives  are  used)  and  oral 
contraceptives  should  be  withheld 
until  pregnancy  has  been  ruled  out. 

2.  If  the  patient  has  adhered  to  the 
prescribed  regimen  and  misses  two 
consecutive  periods,  pregnancy  should 
be  ruled  out  before  continuing  the 
contraceptive  regimen. 

How  Supplied 

(Manufacturers  to  supply  informa¬ 
tion  on  available  dosage  forms,  poten¬ 
cy,  color,  and  packaging.) 
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The  patient  labeling  for  oral  contra¬ 
ceptives  drug  products  is  set  forth 
below; 

Brief  Summary  Patient  Package 
Insert 

Cigarette  smoking  Increases  the  risk  of  se¬ 
rious  adverse  effects  on  the  heart  and  blood 
vessels  from  oral  contraceptive  use.  This 
risk  increases  with  age  and  with  heavy 
smoking  (15  or  more  cigarettes  per  day)  and 
is  quite  marked  in  women  over  35  years  of 
age.  Women  who  use  oral  contraceptives 
should  not  smoke. 

Oral  contraceptives  taken  as  direct¬ 
ed  are  about  99%  effective  in  prevent¬ 
ing  pregnancy.  (The  mini-pill,  howev¬ 
er,  is  somewhat  less  effective.)  Forget¬ 
ting  to  take  your  pills  increases  the 
chance  of  pregnancy. 

Women  who  have  or  have  had  clot¬ 
ting  disorders,  cancer  of  the  breast  or 
sex  organs,  unexplained  vaginal  bleed¬ 
ing,  a  stroke,  heart  attack,  angina  pec¬ 
toris,  or  who  suspect  they  may  be 
pregnant  should  not  use  oral  contra¬ 
ceptives. 

Most  side  effects  of  the  pill  are  not 
serious.  The  most  common  side  effects 
are  nausea,  vomiting,  bleeding  be¬ 
tween  menstrual  periods,  weight  gain, 
and  breast  tenderness.  However, 
proper  use  of  oral  contraceptives  re¬ 
quires  that  they  be  taken  under  your 


doctor’s  continuous  supervision,  be¬ 
cause  they  can  be  associated  with  seri¬ 
ous  side  effects  which  may  be  fatal. 
Fortunately,  these  occur  very  infre¬ 
quently.  The  serious  side  effects  are: 

1.  Blood  clots  in  the  legs,  lungs, 
brain,  heart  or  other  organs  and  hem¬ 
orrhage  into  the  brain  due  tc  bursting 
of  a  blood  vessel. 

2.  Liver  tumors,  which  may  rupture 
and  cause  severe  bleeding. 

3.  Birth  defects  if  the  pill  is  taken 
while  you  are  pregnant, 

4.  High  blood  pressure. 

5.  Gallbladder  disease. 

The  symptoms  associated  with  the.se 
serious  side  effects  are  discussed  in  the 
detailed  leaflet  given  you  with  your 
supply  of  pills.  Notify  your  doctor  if 
you  notice  any  unusual  physical  dis¬ 
turbance  while  taking  the  pill. 

The  estrogen  in  oral  contraceptives 
has  been  found  to  cause  breast  cancer 
and  other  cancers  in  certain  animals. 
These  findings  suggest  that  oral  con¬ 
traceptives  may  also  cause  cancer  in 
humans.  However,  studies  to  date  in 
women  taking  currently  marketed  oral 
contraceptives  have  not  confirmed 
that  oral  contraceptives  cause  cancer 
in  humans. 

The  detailed  leaflet  describes  more 
completely  the  benefits  and  risks  of 
oral  contraceptives.  It  also  provides  in¬ 
formation  on  other  forms  of  contra¬ 
ception.  Read  it  carefully.  If  you  have 
any  questions,  consult  your  doctor. 

Caution.  Oral  contraceptives  are  of 
no  value  in  the  prevention  or  treat¬ 
ment  of  venereal  disease. 

Detailed  Patient  Labeling 

WHAT  YOU  SHOULD  KNOW  ABOUT  ORAL 
CONTRACEPTIVES 

Oral  contraceptives  (“the  pill”)  are 
the  most  effective  way  (except  for 
sterilization)  to,  prevent  pregnancy. 
They  are  also  convenient  and,  for 
most  women,  free  of  serious  or  un¬ 
pleasant  side  effects.  Oral  contracep¬ 
tives  must  always  be  taken  imder  the 
continuous  supervision  of  a  physican. 

(If  and  oral  contraceptive  is  ap¬ 
proved  for  indications  other  than  con¬ 
traception  (Enovid  5  mg,  Ortho- 
Novum  2  mg,  Ortho-Novum  10  mg), 
the  manufacturer  may  mention  those 
indications  in  the  last  paragraph  in 
this  section  and  state  that  the  infor¬ 
mation  in  this  leaflet  under  the  head¬ 
ings  “Who  Should  Not  Use  Oral  Con¬ 
traceptives,”  “The  Dangers  of  Oral 
Contraceptives,”  and  “How  to  Use 
Oral  Contraceptives  Safely”  is  also  ap¬ 
plicable  when  these  drugs  are  used  for 
other  indications.) 

It  is  important  that  any  womsm  who 
considers  using  an  oral  contraceptive 
understand  the  risks  involved.  Al¬ 
though  the  oral  contraceptives  have 
important  advantages  over  other 
methods  oT  contraception,  they  have 
certain  risks  that  no  other  method 
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has.  Only  you  can  decide  whether  the 
advantages  are  worth  these  risks.  This 
leaflet  will  tell  you  about  the  most  im¬ 
portant  risks.  It  will  explain  how  you 
can  help  your  doctor  prescribe  the  pill 
as  safely  as  possible  by  telling  him 
about  yourself  and  being  alert  for  the 
earliest  signs  of  trouble.  And  it  will 
tell  you  how  to  use  the  pill  properly, 
so  that  it  will  be  as  effective  as  possi¬ 
ble.  There  is  more  detailed  informa¬ 
tion  available  in  the  leaflet  prepared 
for  doctors.  Your  pharmacist  can  show 
you  a  copy;  you  may  need  your  doc¬ 
tor’s  help  in  understanding  parts  of  it. 

Who  Should  Not  Use  Oral 
Contraceptives 

A.  If  you  have  any  of  the  following 
conditions  you  should  not  use  the  pill: 

1.  Clots  in  the  legs  or  lungs. 

2.  Angina  pectoris. 

3.  Known  or  suspected  cancer  of  the 
breast  or  sex  organs. 

4.  Unusual  vaginal  bleeding  that  has 
not  yet  been  diagnosed. 

5.  Known  or  suspected  pregnancy. 

B.  If  you  have  had  any  of  the  follow¬ 
ing  conditions  you  should  not  use  the 
piU: 

1.  Heart  attack  or  stroke. 

2.  Clots  in  the  legs  or  lungs. 

C.  Cigarette  smoking  increases  the  risk  of 
serious  adverse  effects  on  the  heart  and 
blood  vessels  from  oral  contraceptive  use. 
This  risk  increases  with  age  and  with  heavy 
smoking  (15  or  more  cigarettes  per  day)  and 
is  quite  marked  in  women  over  35  years  of 
age.  Women  who  use  oral  contraceptives 
should  not  smoke. 

D.  If  you  have  scanty  or  irregular 
periods  or  are  a  young  woman  without 
a  regular  cycle,  you  should  use  an¬ 
other  method  of  contraception  be¬ 
cause,  if  you  use  the  pill,  you  may 
have  difficulty  becoming  pregnant  or 
may  fail  to-  have  menstrual  periods 
after  discontinuing  the  pill. 

Deciding  To  Use  Oral 
Contraceptives 

If  you  do  not  have  any  of  the  condi¬ 
tions  listed  above  and  are  thinking 
about  using  oral  contraceptives,  to 
help  you  decide,  you  need  information 
about  the  advantages  and  risks  of  oral 
contraceptives  and  of  other  contracep¬ 
tive  methods  as  well.  This  leaflet  de¬ 
scribes  the  advantages  and  risks  of 
oral  contraceptives.  Except  for  steril¬ 
ization,  the  lUD  and  abortion,  which 
have  their  own  exclusive  risks,  the 
only  risks  of  other  methods  of  contra¬ 
ception  are  those  due  to  pregnancy 
should  the  method  fall.  Your  doctor 
can  answer  questions  you  may  have 
with  respect  to  other  methods  of  con¬ 
traception.  He  can  also  answer  any 
questions  you  may  have  after  reading 
this  leaflet  on  oral  contraceptives. 

1.  What  Oral  Contraceptives  Are 
and  How  They  Work.  Oral  Contracep¬ 
tives  are  of  two  types.  The  most 
common,  often  simply  called  “the  pill” 


is  a  combination  of  an  estrogen  and  a 
progestogen,  the  two  kinds  of  female 
hormones.  The  amount  of  estrogen 
and  progestogen  can  vary,  but  the 
amount  of  estrogen  is  most  important 
because  both  the  effectiveness  and. 
some  of  the  dangers  of  oral  contracep¬ 
tives  are  related  to  the  amount  of  es¬ 
trogen.  This  kind  of  oral  contraceptive 
works  prinicpally  by  preventing  re¬ 
lease  of  an  egg  from  the  ovary.  When 
the  amount  of  estrogen  is  50  micro¬ 
grams  or  more,  and  the  pill  is  taken  as 
directed,  oral  contraceptives  are  more 
than  99%  effective  (i.e.,  there  would  be 
less  than  one  pregnancy  if  100  women 
used  ihe  pill  for  1  year).  Pills  that  con¬ 
tain  20  to  35  micrograms  of  estrogen 
vary  slightly  in  effectiveness,  ranging 
from  98%  to  more  than  99%  effective. 
(Manufacturer  may  insert  pregnancy 
rate  for  the  manufacturer’s  product 
found  in  clinical  trials,  if  product  is  a 
combination). 

The  second  type  of  oral  contracep¬ 
tive,  often  called  the  “mini-pill”,  con¬ 
tains  only  a  progestogen.  It  works  in 
part  bv  preventing  release  of  an  egg 
from  the  ovary  but  also  by  keeping 
sperm  from  reaching  the  egg  and  by 
making  the  uterus  (womb)  less  recep¬ 
tive  to  any  fertilized  egg  that  reaches 
it.  The  mini-pill  is  less  effective  than 
the  combination  oral  contraceptive, 
about  97%  effective.  (Manufacturer 
may  insert  pregnancy  rate  for  the 
manufacturer’s  product  found  in  clini¬ 
cal  trials  if  product  is  a  progestogen- 
only  oral  contraceptive.)  In  addition, 
the  progestogen-only  pill  has  a  ten¬ 
dency  to  cause  irregular  bleeding 
which  may  be  quite  inconvenient,  or 
cessation  of  bleeding  entirely.  The 
progestogen-only  pill  is  used  despite 
its  lower  effectivenes  in  the  hope  that 
it  will  prove  not  to  have  some  of  the 
serious  side  effects  of  the  estrogen- 
containing  pill  (see  below)  but  it  is  not 
yet  certain  that  the  mini-pill  does  in 
fact  have  fewer  serious  side  effects. 
The  discussion  below,  while  based 
mainly  on  information  about  the  com¬ 
bination  pills,  should  be  corisidered  to 
apply  as  well  to  the  mini-pill. 

2.  Other  Nonsurgical  Ways  to  Pre¬ 
vent  Pregnancy,  As  this  leaflet  will  ex¬ 
plain,  oral  contraceptives  have  several 
serious  risks.  Other  methods  of  con¬ 
traception  have  lesser  risks  or  none  at 
all.  They  are  also  less  effective  than 
oral  contraceptives,  but,  used  properly, 
may  be  effective  enough  for  many 
women.  The  following  table  gives  re¬ 
ported  pregnancy  rates  (the  number 
of  women  out  of  100  who  would 
become  pre^ant  in  1  year)  for  these 
methods: 

Pregnancies  Per  100  Women  Per  Year 

Intrauterine  device  (lUD),  less  than  1-6: 

Diaphragm  with  spermicidal  products 
(creams  or  jellies),  2-20; 

Condom  (rubber),  3-36; 

Aerosol  foams,  2-29; 

Jellies  and  creams,  4-36; 


Periodic  abstinence  (rhythm)  all  types, 
less  than  1-47; 

1.  Calendar  method,  14-47; 

2.  Temperature  method,  1-20; 

3.  Temperature  method— intercourse 
only  in  post-ovulatory  phase,  less  than  l-^T; 

4.  Mucus  method,  1-25; 

No  contraception,  60-80. 

The  figures  (except  for  the  lUD) 
vary  widely  because  people  differ  in 
how  well  they  use  each  method.  Very 
faithful  users  of  the  various  methods 
obtain  very  good  results,  except  for 
users  of  the  calendar  method  of  peri¬ 
odic  abstinence  (rhythm).  Except  for 
the  lUD,  effective  use  of  these  meth¬ 
ods  requires  somewhat  more  effort 
than  simply  taking  a  single  pill  every 
morning,  but  it  is  an  effort  that  many 
couples  undertake  successfully.  Your 
doctor  can  tell  you  a  great  deal  more 
about  these  methods  of  contraception. 

3.  The  Dangers  of  Oral  Contracep¬ 
tives. 

a.  Circulatory  disorders  {abnormal 
blood  clotting  and  stroke  due  to  hem- 
orrhage.).  Blood  clots  (in  various  blood 
vessels  of  the  body)  are  the  most 
common  of  the  serious  side  effects  of 
oral  contraceptives.  A  clot  can  result 
in  a  stroke  (if  the  clot  is  in  the  brain), 
a  heart  attack  (if  the  clot  is  in  a  blood 
vesel  of  the  heart),  or  a  pulmonary 
embolus  (a  clot  which  forms  in  the 
legs  or  pelvis,  then  breaks  off  and 
travels  to  the  lungs).  Any  of  these  can 
be  fatal.  Clots  also  occur  rarely  in  the 
blood  vessels  of  the  eye,  resulting  in 
blindness  or  impairment  of  vision  in 
that  eye.  There  is  evidence  that  the 
risk  of  clotting  increases  with  higher 
estrogen  doses.  It  is  therefore  impor¬ 
tant  to  kpep  the  dose  of  estrogen  as 
low  as  possible,  so  long  as  the  oral  con¬ 
traceptive  used  has  an  acceptable 
pregnancy  rate  and  dosen’t  cause  un¬ 
acceptable  changes  in  the  menstrual 
pattern.  Furthermore,  cigarette  smok¬ 
ing  by  oral  contraceptive  users  in¬ 
creases  the  risk  of  serious  adverse  ef¬ 
fects  on  the  heart  and  blood  vessels. 
This  risk  increases  with  age  and  with 
heavy  smoking  (15  or  more  cigarettes 
per  day)  and  begins  to  become  quite 
marked  in  women  over  35  years  of  age. 
For  this  reason,  women  who  use  oral 
contraceptives  should  not  smoke. 

The  risk  of  abnormal  clotting  in¬ 
creases  with  age  in  both  users  and 
nonusers  of  oral-  contraceptives,  but 
the  increased  risk  from  the  contracep¬ 
tive  appears  to  be  present  at  all  ages. 
For  oral  contraceptive  users  in  gener¬ 
al,  it  has  been  estimated  that  in 
women  between  the  ages  of  15  and  34 
the  risk  of  death  due  to  a  circulatory 
disorder  is  about  1  in  12,000  per  year, 
whereas  for  nonusers  the  rate  is  about 
1  in  50,000  per  year.  In  the  age  group 
35  to  44,  the  risk  is  estimated  to  be 
about  1  in  2,500  per  year  for  oral  con¬ 
traceptive  users  and  about  1  in  10,000 
per  year  for  nonusers. 

Even  without  the  pill  the  risk  of 
having  a  heart  attack  increases  with 
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age  and  is  also  increased  by  such  heart 
attack  risk  factors  as  high  blood  pres¬ 
sure,  high  cholesterol,  obesity,  diabe¬ 
tes,  and  cigarette  smoking.  Without 
any  risk  factors  present,  the  use  of 
oral  contraceptives  alone  may  double 
the  risk  of  heart  attack.  However,  the 
combination  of  cigarette  smoking,  es¬ 
pecially  heavy  smoking,  and  oral  con¬ 
traceptive  use  greatly  increases  the 
risk  of  heart  attack.  Oral  contracep¬ 
tive  users  who  smoke  are  about  5  times 
more  likely  to  have  a  heart  attack 
than  users  who  do  not  smoke  and 
about  10  times  more  likely  to  have  a 
heart  attack  than  nonusers  who  do 
not  smoke.  It  has  been  estimated  that 
users  between  the  ages  of  30  and  39 
who  smoke  have  about  a  1  in  10,000 
chance  each  year  of  having  a  fatal 
heart  attack  crtmpared  to  about  a  1  in 
50,000  chance  in  users  who  do  not 
smoke,  and  about  a  1  in  100,000 
chance  in  nonusers  who  do  not  smoke. 
In  the  age  group  40  to  44,  the  risk  is 
about  1  in  1,700  per  year  for  users  who 
smoke  compared  to  about  1  in  10,000 
for  users  who  do  not  smoke  and  to 
about  1  in  14,000  per  year  for  nonusers 
who  do  not  smoke.  Heavy  smoking 
(about  15  cigarettes  or  more  a  day) 
further  increases  the  risk.  If  you  do 
not  smoke  and  have  none  of  the  other 
heart  attack  risk  factors  described 
above,  you  will  have  a  smaller  risk 
than  listed.  If  you  have  several  heart 
attack  risk  factors,  the  risk  may  be 
considerably  greater  than  listed. 

In  addition  to  blcod-clotting  disor¬ 
ders,  it  has  been  estimated  that 
women  taking  oral  contraceptives  are 
twice  as  likely  as  nonusers  to  have  a 
stroke  due  to  rupture  of  a  blood  vessel 
in  the  brain. 

b.  Formation  of  tumors.  Studies 
have  found  that  when  certain  animals 
are  given  the  female  sex  hormone  es¬ 
trogen,  which  is  an  ingredient  of  oral 
contraceptives,  continuously  for  long 
periods,  cancers  may  develop  in  the 
breast,  cervix,  vagina,  and  liver. 

These  findings  suggest  that  oral  con¬ 
traceptives  may  cause  cancer  in 
humans.  However,  studies  to  date  in 
women  taking  currently  marketed  oral 
contraceptives  have  not  confirmed 
that  oral  contraceptives  cause  cancer 
in  humans.  Several  studies  have  fovmd 
no  increase  in  breast  cancer  in  users, 
although  one  study  suggested  oral 
contraceptives  might  cause  an  increase 
in  breast  cancer  in  women  who  already 
have  benign  breast  disease  (e.g.,  cysts). 

Women  with  a  strong  family  history 
of  breast  cancer  or  who  have  breast 
nodules,  fibrocystic  disease,  or  abnor¬ 
mal  mammograms  or  who  were  ex¬ 
posed  to  DES  (diethylstilbestrol),  an 
estrogen,  during  their  mother’s  preg¬ 
nancy  must  be  followed  very  closely  by 
their  doctors  if  they  choose  to  use  oral 
contraceptives  instead  of  another 
method  of  contraception.  Many  stud¬ 
ies  have  shown  that  women  tnking 


oral  contraceptives  have  less  risk  of 
getting  benign  breast  disease  than 
those  who  have  not  used  oral  contra¬ 
ceptives.  Recently,  strong  evidence  has 
emerged  that  estrogens  (one  compo¬ 
nent  of  oral  contraceptives),  when 
given  for  periods  of  more  than  one 
year  to  women  after  the  menopause, 
increase  the  risk  of  cancer  of  the 
uterus  (womb).  There  is  also  some  evi¬ 
dence  that  a  kind  of  oral  contraceptive 
which  is  no  longer  marketed,  the  se¬ 
quential  oral  contraceptive,  may  in¬ 
crease  the  risk  of  cancer  of  the  uterus. 
There  remains  no  evidence,  however, 
that  the  oral  contraceptives  now  avail¬ 
able  increase  the  risk  of  this  cancer. 

Oral  contraceptives  do  cause,  al¬ 
though  rarely,  a  benign  (non-malig- 
nant)  tumor  of  the  liver.  These  tvunors 
do  not  spread,  but  they  may  rupture 
and  cause  internal  bleeding,  which 
may  be  fatal.  A  few  cases  of  cancer  of 
the  liver  have  been  reported  in  women 
using  oral  contraceptives,  but  it  is  not 
yet  known  whether  the  drug  casued 
them. 

c.  Dangers  to  a  developing  child  if 
oral  contraceptives  are  used  in  or  im- 
mediaiely  preceding  pregnancy.  Oral 
contraceptives  should  not  be  taken  by 
pregnant  women  because  they  may 
damage  the  developing  child.  An  in¬ 
creased  risk  of  birth  defects.  Including 
heart  defects  and  limb  defects,  has 
been  associated  with  the  use  of  sex 
hormones,  including  oral  contracep¬ 
tives,  in  pregnancy.  In  addition,  the 
developing  female  child  whose  mother 
has  received  DES  (diethylstilbestrol), 
an  estrogen,  diorlng  pregnancy  has  a 
risk  of  getting  cancer  of  the  vagina  or 
cervix  in  her  teens  or  young  adult¬ 
hood.  This  risk  is  estimated  to  be 
about  1  in  1,000  exposures  or  less.  Ab¬ 
normalities  of  the  urinary  and  sex 
organs  have  been  reported  in  male 
offspring  so  exposed.  It  is  possible 
that  other  estrogens,  such  as  the  es¬ 
trogens  in  oral  contraceptives,  could 
have  the  same  effect  in  the  child  if 
the  mother  takes  them  during  preg¬ 
nancy. 

If  you  stop  taking  oral  contracep¬ 
tives  to  become  pregnant,  your  doctor 
may  recommend  that  you  use  another 
method  of  contraception  for  a  short 
while.  The  reason  for  this  is  that  there 
is  evidence  from  studies  in  women  who 
have  had  “miscarriages”  soon  after 
stopping  the  pill,  that  the  lost  fetuses 
are  more  likely  to  be  abnormal. 
Whether  there  is  an  overall  increase  in 
“miscarriage”  in  women  who  become 
pregnant  soon  after  stopping  the  pill 
as  compared  with  women  who  do  not 
use  the  pill  is  not  known,  but  it  is  pos¬ 
sible  that  there  may  be.  If,  however, 
you  do  become  pregnant  soon  after 
stopping  oral  contraceptives,  and  do 
not  have  a  miscarriage,  there  is  no  evi¬ 
dence  that  the  baby  has  an  increased 
risk  of  being  abnormal. 

d.  Gallbladder  disease.  Women  who 
use  oral  contraceptives  have  a  greater 


risk  than  nonusers  of  having  gallblad¬ 
der  disease  requiring  surgery.  The  in¬ 
creased  risk  may  first  appear  within  1 
year  of  use  and  may  double  after  4  or 
5  years  of  use. 

e.  Other  side  effects  of  oral  contra¬ 
ceptives.  Some  women  using  oral  con¬ 
traceptives  experience  luipleasant  side 
effects  that  are  not  dangerous  and  are 
not  likely  to  damage  their  health. 
Some  of  these  may  be  temporary. 
Your  breasts  may  feel  tender,  nausea 
and  vomiting  may  occur,  you  may  gain 
or  lose  weight,  and  your  ankles  may 
swell.  A  spotty  darkening  of  the  skin, 
particularly  of  the  face,  is  possible  and 
may  persist.  You  may  notice  unexpect¬ 
ed  vaginal  bleeding  or  changes  in  your 
menstrual  period.  Irregular  bleeding  is 
frequently  seen  when  using  the  mini¬ 
pill  or  combination  oral  contraceptives 
containing  less  than  50  micrograms  of 
estrogen. 

More  serious  side  effects  include 
worsening  of  migraine,  asthma,  epilep¬ 
sy,  and  kidney  or  heart  disease  be¬ 
cause  of  a  tendency  for  water  to  be  re¬ 
tained  in  the  body  when  oral  contra¬ 
ceptives  are  used.  Other  side  effects 
are  growth  of  preexisting  fibroid 
tumors  of  the  uterus;  mental  depres¬ 
sion;  and  liver  problems  with  Jaundice 
(yellowing  of  the  skin).  Your  doctor 
may  find  that  levels  of  sugar  and  fatty 
substances  in  your  blood  are  elevated; 
the  long-term  effects  of  these  changes 
are  not  known.  Some  women  develop 
high  blood  pressure  while  taking  oral 
contraceptives,  which  ordinarily  re¬ 
turns  to  the  original  levels  when  the 
oral  contraceptive  is  stopped. 

Other  reactions,  although  not 
proved  to  be  caused  by  oral  contracep¬ 
tives,  are  occasionally  reported.  These 
include  more  frequent  urination  and 
some  discomfort  when  urinating,  ner¬ 
vousness,  dizziness,  some  loss  of  scalp 
hair,  an  increae  in  body  hair,  an  in¬ 
crease  or  decrease  in  sex  drive,  appe¬ 
tite  changes,  cataracts,  and  a  need  for 
a  change  in  contact  lens  prescription 
or  inability  to  use  contact  lenses. 

After  you  stop  using  oral  contracep¬ 
tives  there  may  be  a  delay  before  you 
are  able  to  become  pregnant  or  before 
you  resume  having  menstrual  periods. 
This  is  especially  true  of  women  who 
had  irregiilar  menstrual  cycles  prior  to 
the  use  of  oral  contraceptives.  As  dis¬ 
cussed  previously,  yoiu-  doctor  may 
recommend  that  you  wait  a  short 
while  after  stopping  the  pill  before 
you  try  to  become  pregnant.  During 
this  time,  use  another  form  of  contra¬ 
ception.  You  should  consult  your  phsi- 
cian  before  resinning  use  of  oral  con¬ 
traceptives  after  childbirth,  especially 
if  you  plan  to  nurse  your  baby.  Drugs 
in  oral  contraceptives  are  known  to 
appear  in  the  milk,  and  the  long-range 
effect  on  infants  is  not  known  at  this 
time.  Furthermore,  oral  contraceptives 
may  cause  a  decrease  in  your  milk 
supply  as  well  as  in  the  quality  of  the 
mUk. 
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4.  Comparison  of  the  Risks  of  Oral 
Contraceptives  and  Other  Contracep¬ 
tive  Methods.  The  many  studies  on 
the  risks  and  effectiveness  of  oral  con¬ 
traceptives  and  other  methods  of  con¬ 
traception  have  been  analyzed  to  esti¬ 
mate  the  risk  of  death  associated  with 
various  methods  of  contraception. 
This  risk  hsis  two  parts:  (a)  the  risk  of 
the  method  itself  (e.g.,  the  risk  that 
oral  contraceptives  will  cause  death 
due  to  abnormal  clotting),  and  (b)  the 
risk  of  death,  due  to  pregnancy  or 
abortion  in  the  event  the  method  fails. 
The  results  of  this  analysis  are  shown 


in  the  bar  graph  below.  The  height  of 
the  bars  is  the  number  of  deaths  per 
100,000  women  each  year.  There  are 
six  sets  of  bars,  each  set  referring  to 
specific  age  group  of  women.  Within 
each  set  of  bars  there  is  a  single  bar 
for  each  of  the  different  contraceptive 
methods.  For  oral  contraceptives, 
there  are  two  bars— one  for  smokers 
and  the  other  for  nonsmokers.  The 
analysis  is  based  on  present  knowledge 
and  new  information  could,  of  course, 
alter  it.  The  analysis  shows  that  the 
risk  of  death  from  all  methods  of  birth 
control  is  low  and  below  that  associat¬ 


ed  with  child  birth,  except  for  oral 
contraceptives  in  women  over  40  who 
smoke.  It  shows  that  the  lowest  risk  of 
death  is  associated  with  the  condom  or 
diaphragm  (traditional  contraception) 
backed  up  by  early  abortion  is  case  of 
failure  of  the  condom  or  diaphram  to 
prevent  pregnancy.  Also,  at  any  age 
the  risk  of  death  (due  to  unexpected 
pregnancy)  from  the  use  of  traditional 
contraception,  even  without  a  backup 
of  abortion,  is  generally  the  same  as  or 
less  than  that  from  use  of  oral  contra¬ 
ceptives. 


Figure  1.  Estimated  annud  rurtiar  of  deaths  associated  with  control  of  faniitv  and  no  control  per  100.000  nonstarile  women,  by  regimen  of  control 
and  age  of  wcmst 
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How  TO  Use  oral  Contraceptives  As 

Safely  and  Effectively  As  Possi¬ 
ble,  Once  You  Have  Decided  to  Use 

Them 

1.  What  to  Tell  your  Doctor. 

You  can  make  use  of  the  pill  as 
safely  as  possible,  by  telling  your 
doctor  if  you  have  any  of  the  follow¬ 
ing: 

a.  Conditions  that  mean  you  should 
not  use  oral  contraceptives: 

Clots  in  the  legs  or  lungs. 

Clots  in  the  legs  or  lungs  in  the  past. 

A  stroke,  heart  attack,  or  angina 
pectoris. 

Known  or  suspected  cancer  of  the 
breast  or  sex  organs. 

Unusual  vaginal  bleeding  that  has 
not  yet  been  diagnosed. 

Known  or  suspected  pregnancy. 

b.  Conditions  that  you  doctor  will 
want  to  watch  closely  or  which  might 
cause  him  to  suggest  another  method 
of  contraception: 

A  family  history  of  breast  cancer. 

Breast  nodules,  fibrocystic  disease  of 
the  breast,  or  an  abnormal  mammo¬ 
gram. 

Diabetes. 

High  blood  pressure. 

High  cholesterol. 

Cigarette  smoking. 

Migraine  headaches. 

Heart  or  kidney  disease. 

Epilepsy. 

Mental  depression. 

Fibroid  tumors  of  the  uterus. 

Gallbladder  disease. 

c.  Once  you  are  using  oral  contracep¬ 
tives,  you  should  be  alert  for  signs  of  a 
serious  adverse  effect  and  call  you 
doctor  if  they  occur: 

Sharp  pain  in  the  chest,  coughing 
blood,  or  sudden  shortness  of  breath 
(indicating  possible  clots  in  the  lungs). 

Pain  in  the  calf  (possible  clot  in  the 
leg). 

Crushing  chest  pain  or  heaviness  (in¬ 
dicating  possible  heart  attack). 


Sudden  severe  headache  or  vomit¬ 
ing,  dizziness  or  fainting,  disturbance 
of  vision  or  speech  or  weakness  or 
numbness  in  an  arm  or  leg  (indicating 
a  possible  stroke). 

Sudden  partial  or  complete  loss  of 
vision  (indicating  a  possible  clot  in  the 
eye). 

Breast  lumps  (you  should  ask  your 
doctor  to  show  you  how  to  examine 
your  owTi  breasts). 

Severe  pain  in  the  abdomen  (indicat¬ 
ing  a  possible  ruptured ‘tumor  of  the 
liver). 

Severe  depression. 

Yellowing  of  the  skin  (jaundice). 

2.  How  to  Take  the  Pill  So  That  It  Is 
Most  Effective. 

(Manufacturer  to  supply  informa¬ 
tion  on  dosage  and  administration  and 
what  to  do  if  patient  has  forgotten  to 
take  one  or  two  pills.  Where  applica¬ 
ble,  manufacturers  should  supply  ap¬ 
propriate  information  regarding  use 
for  other  approved  indications.) 

At  times  there  may  be  no  menstrual 
period  after  a  cycle  of  pills.  Therefore, 
if  you  miss  one  menstrual  period  but 
have  taken  the  pills  exactly  as  you 
were  supposed  to  continue  as  usual 
into  the  next  cycle.  If  you  have  not 
taken  the  correctly  and  miss  a  men¬ 
strual  period,  or  if  you  are  taking 
mini-pills  and  it  is  45  days  or  more 
from  the  start  or  your  last  menstrual 
period  you  may  be  pregnant  and 
should  stop  taking  oral  contraceptives 
until  your  doctor  determines  whether 
or  not  you  are  pregnant.  Until  you  can 
get  to  your  doctor,  use  another  form 
of  contraception.  If  two  consecutive 
menstrual  periods  are  missed,  you 
should  stop  taking  pills  until  it  is  de¬ 
termined  whether  you  are  pregnant.  If 
you  do  become  pregnant  while  using 
oral  contraceptives,  you  should  discuss 
the  risks  to  the  developing  child  with 
your  doctor. 


3.  Periodic  Examination. 

Your  doctor  will  take  a  complete 
medical  and  family  history  before  pre¬ 
scribing  oral  contraceptives.  At  that 
time  and  about  once  a  year  thereafter, 
he  will  generally  examine  your  blood 
pressure,  breasts,  abdomen,  and  pelvic 
organs  (including  a  Papanicolaou 
smear,  i.e.,  test  for  cancer). 

Summary 

Oral  contraceptives  are  the  most  ef¬ 
fective  method,  except  sterilization, 
for  preventing  pregnancy.  Other 
methods,  when  used  conscientiously, 
are  also  very  effective  and  have  fewer 
risks.  The  serious  risks  of  oral  contra¬ 
ceptives  are  uncommon  and  the  “pill” 
is  a  very  convenient  method  of  pre¬ 
venting  pregnancy. 

If  you  have  certain  conditions  or 
have  had  these  conditions  in  the  past, 
you  should  not  use  oral  contraceptives 
because  the  risk  is  too  great.  These 
conditions  are  listed  in  the  leaflet.  If 
you  do  not  have  these  conditions,  and 
decide  to  use  the  “pill,”  please  read 
the  leaflet  carefully  so  that  you  can 
use  the  “pill”  most  safely  and  effec¬ 
tively. 

,  Based  on  his  or  her  assessment  of 
your  medical  needs,  your  doctor  has 
prescribed  this  drug  for  you.  Do  not 
give  the  drug  to  anyone  else. 

(Secs.  502,  505,  52  Stat.  1050-1053,  as 
amended  (21  U.S.C.  352,  35500  and  under 
authority  delegated  to  the  Commissioner  of 
Food  and  Drugs  (21  CFR  5.1). 

Dated:  January  18,  1978. 

Donald  Kennedy, 
Commissioner  of  Food  and 
Drugs. 

CFR  Doc.  78-2301  Filed  1-24-78;  10:43  am) 
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